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TOWARDS A SOLUTION OF 


THE TOBACCO-CANCER PROBLEM 


BY 


E. L. WYNDER, M.D. 
From the Section of Epidemiology, Division of Preventive Medicine, Sloan-Kettering Institute, New York 


Human Evidence 

Statistical and epidemiological evidence linking smoking 
to cancer of the lung and also to cancer of other sites of 
the upper respiratory tract is so extensive that it hardly 
needs to be recited for the physician and the scientist 
who have followed these data. Sixteen separate investi- 
gations from seven different countries, studying smoking 
habits of over 6,000 patients with lung cancer, are all 
in agreement that lung-cancer patients smoke signifi- 
cantly more than any group of controls and that the 
relative risk of developing lung cancer rises in propor- 
tion with the amount of tobacco and particularly of 
cigarettes consumed. Two prospective studies, carried 
out in England and in the United States, that followed 
population groups whose smoking habits were known, 
also showed that the heavy cigarette smoker has a far 
greater chance of developing lung cancer than the non- 
smoker. In fact, the study by Hammond and Horn 
(1954 and personal communication) indicated that for a 
person smoking 40 cigarettes a day this chance was 70 
times greater than for a non-smoker. To account for 
such magnitude of difference on the basis of statistical 
errors would require errors of equal magnitude. Such 
errors have so far not been demonstrated. 

The belief that smoking is a major cause of lung 
cancer is not only based upon statistical evidence but it 
also is supported by the general epidemiological pattern 
of lung cancer. In countries, such as Great Britain and 
the United States, with a high cigarette consumption 
already 30 years ago, the present lung-cancer rates are 
high, while in countries, such as Iceland, where the 
cigarette consumption was low, the current rate of lung 
cancer is low. Among males in every country lung 
cancer is more common than among women. This fact 
has always presented a particular challenge. Any factor 
found to be significant statistically has to account, at 
least in part, for this sex difference. In a recent study 
we have shown that the present sex ratio of lung cancer 
is quite consistent with the long-term smoking habits 
of the two sexes. For instance, while some 20% of 
American males over the age of 50 smoke in excess of 
one packet a day, only 2% of the women in this age 
group smoke this amount. This study also showed that, 
among women who had smoked, the risk of developing 
epidermoid cancer of the lung or its undifferentiated 
types is about the same as that for men (Wynder et al., 
1956). 

To consider smoking as a major cause of lung cancer 
does not mean that it is the only cause of this disease. 
Obviously there is the factor of internal predisposition 


which must exist, since not everyone who smokes 
develops lung cancer. Obviously, too, there are other 
exogenous factors that may produce cancer of the lung. 
Among these are a number of occupational exposures. 
There is also evidence that general air pollution and/or 
motor exhaust fumes may be a contributing factor 
(Stocks and Campbell, 1955; C. Mills, personal com- 
munication). However, with the possible exception of a 
few isolated cities, such as Liverpool, air pollution is at 
best only a secondary factor. This belief is based on the 
fact that among non-smokers lung cancer occurs but 
rarely, that the incidence of lung cancer among women, 
who are also exposed to city air, is low, and that the age 
distribution of epidermoid lung cancer with its peak in 
the fifth to sixth decade and its subsequent decline is 
more compatible with an exogenous factor to which only 
a certain population group was exposed some 30 to 40 
years ago rather than with air pollution, which would 
expose an entire population group at the same time 
(Levin, 1953). 

- While most students of the problem of the aetiology 
of lung cancer admit to an association between smoking 
and lung cancer, some question whether this association 
also represents causation. Until proved otherwise, an. 
association means at least a contribution toward if not 
a causation of a disease. For any given patient it matters 
little whether a factor has contributed to or caused a 
disease. In either case the elimination of this factor will 
lead to reduction of the disease. In this sense, smoking, 
and especially cigarette smoking, is to be regarded as an 
important factor in the development of lung cancer. In 
fact, among the exogenous factors that influence the 
development of this disease it represents the most im- 
portant one. Present incidence data indicate that some 
80% of all lung-cancer cases occurring in males to-day 
would not have occurred were it not for tobacco smok- 
ing, and that about 10% of males over the age of 25 who 
smoke in excess of 20 cigarettes daily will develop lung 
cancer by the age of 75. 

In view of these data, which gain significance because 
lung cancer represents the most common cause of cancer 
death among males in many countries, it becomes para- 
mount to ask what we can do about solving this prob- 
lem. Ideally this problem could be largely overcome by 
abolishing the use of tobacco. It is evident, however, 
that because of economic factors and because of firmly 
entrenched habits such advice is not likely to be heeded, 
regardless of how strong the evidence. For this reason 
we became interested in experiments that might lead to 
a reduction of carcinogens in tobacco and its products. 
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Animal Evidence 

Experimental work is not carried out to prove that 
smoking causes cancer in man. Such proof can come only 
from human statistical and epidemiological studies. The 
purpose of an animal experiment is to define the mech- 
anism by which a given agent produces cancer and to deter- 
mine the specific substances responsible for this activity. 
In a series of experiments with different strains of mice we 
have demonstrated that condensed cigarette tar obtained in 
a manner simulating human smoking habits will produce 
skin cancers in a significant number of animals, varying from 
10 to 44%, depending upon the strain of mice used (Wynder, 
Graham, and Croninger, 1953, 1955; Wynder, Lupberger, 
and Grener, 1956). Preliminary data show that some 20% 
of rabbits whose ears have been painted with tobacco tar 
for more than five years also develop cancer (Graham, 
Croninger, and Wynder, unpublished data). Thus carcino- 
genio activity of cigarette tar has been demonstrated in two 
species of animal and in several strains of mice. By itself, 
this observation might be only of academic significance, but 
taken together with the human evidence already at hand it 
gains practical significance. : 

Among the well-established principles of carcinogenesis 
is the relationship of dose to the latent period and number 
of tumours that may be obtained. The fulfilment of this 
principle is one of the reasons smoking is regarded as a 
cause of lung cancer in man. The risk of developing lung 
cancer rises in proportion to the amount of tobacco smoked. 
It has been of interest to determine whether with tobacco this 
principle cou'd also be established for the experimental 
animal. Preliminary work leaves no doubt that this is the 
case (Wynder, Kopf, and Ziegler, unpublished data). When 
tar was applied to the back of Swiss mice twice a week, 
instead of three times weekly as is standardly followed in 
our laboratory, only 10%, of 40 mice developed papillomas 
and 3% cancers at the end of 17 months. Of the animals 
painted three times a week for the same interval, 58% had 
developed papillomas and 26% cancers. The first papilloma 
in the group painted twice a week occurred two months later 
than in the group of animals painted three times a week. 
40 mice painted once a week for 17 months developed only 
one papilloma. 

A comparable reduction in tumour formation and 
lengthening of latent periods is also noted when one 
decreases the amount of tar applied. A 33% solution pro- 
duced about 20% fewer cancers and increased the latent 
period by three months over that obtained with a % 
solution. 

In still another way we can demonstrate the dose-response 
principle by stopping the painting after a given period of 
months. Painting animals three times a week for only three 
months and then stopping produced no tumours after 16 
months of observation ; painting 50 mice for six months 
produced two papillomas which subsequently regressed ; 
nine months’ painting produced a significant number of 
papillomas and cancers, but this was exceeded if animals 
were painted for one year. 

Thus, animal experimentation has demonstrated a definite 
relationship between the amount and duration of tar applied 
to an animal and the total number of tumours and the 
duration of the latent period observed. The importance of 
this demonstration serves not so much as an example for 
those investigators who report negative results after painting 
animals with insufficient amounts of tar or over a too 
short time period, but serves chiefly to re-emphasize the 
existence of a threshold value for tobacco tar below which 
tumours will not or but infrequently occur after a long 
latent period. Here again human and animal data confirm 
one another. The realization of this principle has practical 
aspects that are discussed below. 


Tobacco Carcinogens 
Having established the carcinogenic activity of cigarette 
tar, one needs to determine the nature of the carcinogens 
responsible for this activity. The benzpyrene content of 


cigarette tar is not more than 2 p.p.m., which, according to 
our experiments, is not sufficient to produce the type of 
activity noted in our animals painted with tobacco tar 
(Wright and Wynder, 1955, 1956). The arsenic content of 
our tar sample is about 35 p.p.m. Again this is not sufficient 
to induce the number of skin cancers produced. Cooper and 
Lindsey (1955) have found traces of 1:2-benzpyrene, and 
G. L. Wright (unpublished data) observed spectrographic 
evidence of traces of 2 methyl,3:4-benzphenanthrene. At 
present there is no evidence of a known carcinogen in 
tobacco tar in quantities large enough to account for the 
observed animal activity. A summation effect of the sub- 
stances just mentioned or perhaps a co-carcinogenic effect 
of other substances remains to be ruled out. It seems more 
likely, however, that there are carcinogenic substances in 
tobacco tar which are as yet unestablished. 

Most, though not all, of the carcinogenic activity of the 
cigarette tar lies in the neutral fraction (Wynder and Wright, 
1956). Within the neutral fraction the carcinogenic com- 
ponents are those that are eluted by hexane and parti- 
cularly by carbon tetrachloride or solvents of similar 
polarity. Both of these fractions proved highly active for 
the rabbit, and the latter particularly potent for the mouse 
(Wynder and Wright, 1956). The benzpyrene content of 
both fractions is low. In the concentration as applied to 
the animals it was not more than 2 p.p.m. In these fractions 
there is spectrographic evidence of other higher aromatic 
hydrocarbons which are present in 50 times the concentra- 
tion of benzpyrene. We are currently engaged in various 
separation schemes trying to isolate these substances. 


Formation of the Tobacco Carcinogens 

Present evidence suggests that the majority, though not all, 
of the carcinogens in tobacco are formed during pyrolysis. 
Human statistics comparing the risk of cancer among tobacco 
chewers with that of tobacco smokers, and our own experi- 
mental work comparing the activity of cigarette tar obtained 
by extracting cigarettes with methanol and hexane with that of 
condensed cigarette smoke, indicate far greater activity for 
the latter in each case (Wynder and Wright, 1956). Thus 
there is good reason to believe that the majority of the car- 
cinogens are formed during combustion. In fact, ever since 
the classical work of Kennaway (1925) and his associates 
showing that under pyrolytic conditions by which they are 
formed the pyrolysis of isoprene and that of acetylene in 
turn form potent carcinogens, it has been apparent that 
higher aromatic hydrocarbons can be formed by the 
pyrolysis of saturated or terpinoid aliphatic hydrocarbons. 
Most recently this was again demonstrated by Lam 
(1956a, 1956b), who obtained such substances upon pyrolysis 
of dicetyl as well as of aliphatic tobacco hydrocarbons. 
In this respect one recalls Kennaway’s recent remark 
(personal communication) that in view of the high tem- 
peratures associated with smoking he was surprised that 
tobacco smoke was not more carcinogenic than present 
evidence indicates. 

It is our working hypothesis that a major proportion of the 
tobacco-tar carcinogens are formed through pyrolysis of 
substances naturally occurring in tobacco, which thus serve 
as precursors to tobacco-tar carcinogens, The practical 
aspects of research in this field must be directed towards 
reducing the exposure to and the formation of carcinogens 
in tobacco tar. 

Practical Aspects 

Practical aspects of solving the tobacco-cancer problem 
centre in the following suggestions and research programmes. 

1. Moderation of Smoking Habits——All a physician can 
do is to present the facts to the public. In general, of course, 
the public is unable to evaluate the present facts fully, in part 
because of the confusion that special interests in some 
countries have added to this situation. In the final instance 
it must become the function of the public health services 
of different countries to evaluate the data at hand, and, if 
convinced by the evidence that tobacco plays a part in the 
development of lung cancer, decide whether lives are more 
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important than economic considerations. ~In view of the 
apparent difficulty that may,be foreseen in arriving at a 
decision on this issue, research must be carried forward 
that may give a practical solution to the problem at hand. 

2. Effective Filtration—During recent years filtered 
cigarettes have become increasingly popular, initially because 
of “supposed health protection” and to-day because of a 
combination of factors, which include large advertising 
campaigns, the perhaps more pleasant feeling of a filtered 
tip, and a somewhat “ milder smoke.” According to present 
knowledge, filtration to remove specific components from 
the particulate phase of the smoke seems not possible. Thus 
we must concentrate on mechanical filtration permitting 
a minimum of tobacco smoke to pass, a minimum com- 
patible with a satisfactory pressure drop and tobacco taste. 
In the United States some tobacco companies have taken 
advantage of the public’s desire for filtered cigarettes and its 
equal wish for good tobacco flavour by marketing increas- 
ingly ineffective filters. Since both human and animal 
evidence indicates that the risk of developing cancer is 
directly related to the amount of tar exposure, it stands 
to reason that a given filter which will permit x milligrams 
of tar to pass is more effective than one which will permit 
the passing of 3x milligrams of tar. Sooner or later, regula- 
tions must be passed that establish criteria for the amount 
of tar which may pass through a given filter and the‘ will 
make it a requirement for the manufacturer to state the 
effectiveness of a given filter. Present work indicates that it 
is entirely possible to develop a filtered cigarette with a good 
pressure drop and satisfactory tobacco taste which will re- 
move about 40% of nicotine and tar from a given cigarette. 
Uniform acceptance of a filter in this range will be a partial 
answer to the present problem, provided, of course, that the 
smoker does not decide to smoke twice as many cigarettes, 
and provided, too, that the tobacco selection, cut, or packing 
is not altered in such a way as to yield increasingly more tar. 

3. Removal of Precursors. If the hydrocarbons naturally 
occurring in tobacco represent one of the major precursors 
of tobacco-tar carcinogens, a reduction of such substances 
may have a direct effect in reducing the carcinogens. Most 
of the aliphatic hydrocarbons are in the waxes that cover the 
tobacco leaf. Terpenes are also present. It may be practi- 
cable to remove all or part of these substances from tobacco 
by washing it with eluents such as hexane. Experiments 
testing this hypothesis are now in progress. 

4. Modification of Pyrolysis——Since pyrolysis plays an 
important part in the formation of carcinogens, modifica- 
tions of pyrolysis may affect the formation of carcinogens. 
This problem can be studied from the point of view of all 
those factors that affect the process of pyrolysis of tobacco. 
This includes the amount of oxygen supply, the temperature 
levels reached and maintained, the catalysis available, the 
cut of the tobacco leaf as such, the length to which a 
cigarette is smoked, and even the cigarette paper used. 
Experiments are now in progress for studying the interrela- 
tion of these factors so as to determine how a modification 
of the factors might lead to a reduction of the carcinogens 
formed during pyrolysis. 

In this respect recent work of Lam (1956a, 1956b) is of 
particular interest. Pyrolysing aliphatic tobacco hydro- 
carbons, he found smaller amounts of aromatic com- 
pounds formed at 700° C. than at 800° C. At the latter 
temperature Lam found 3,4-benzpyrene to account for 1.3% 
of the total aromatic compounds and at 700° C. for 0.5%. 
The respective figures in parts per million were 340 and 30. 
At 600° C. Lam was unable to find evidence of aromatic 

tances, but studies by Wright indicate that some poly- 
nuclear aromatics are found even at lower temperatures 
(G. Wrighi, unpublished data). 


Conclusion 
The practical aspects outlined above may not 
individually lead to a tobacco tar that will have less 


tumorigenic activity, but a combination of these factors 


may be effective. 


This discussion has dealt only with the problem of 
carcinogens and not with the equally important problems 
of nicotine and its apparent effect on the cardiovascular 
system. Jointly with work carried out toward reducing 
the carcinogens in tobacco tar to a subthreshold level, 
work should also be carried out on nicotine effects to - 
determine whether it can also be brought to a sub- 
threshold level so far as its effects on man are concerned. 

A final point concerns a comparison of human and 
animal data referred to in the beginning of this discus- 
sion. It was there stated that the proof that smoking is 
the cause of cancer in man rests entirely upon human 
statistical and epidemiological data. Animal data chiefly 
serve to indicate the nature of the carcinogens in tobacco 
tar. Obviously they can only indicate the nature of a 
carcinogen to a specific animal strain, species, and tissue. 
This truism applies not only to this specific instance but 
to all phases of cancer research. In cancer chemo- 
therapy, as in carcinogenesis, many similarities and also 
many differences are known to exist between human and 
animal data. On having identified the specific carci- 
nogens in tobacco tar as they apply to the experimental 
animal, one can only assume that these carcinogens are 
also responsible for the human cancer problem. If an 
agent has been found to be carcinogenic to a variety of 
animals, and human epidemiological data are not incon- 
sistent with this finding, then the burden of proof lies 
upon those who claim that these substances are not car- 
cinogenic to man. For that reason we should try to 
establish meas:-res, if at all practicable, that can reduce 
established carcinogens from tobacco tar and apply these 
to the manufacturing of smoking products and the 
smoking habits of the population. This problem, as any 
other problem in life, cannot be solved by ignoring its 
existence or depreciating its importance. It can only be 
solved by facing it directly. In view of the work already 
completed and the investigations in progress now, a 
satisfactory solution should be attainable. The lives of 
people everywhere who will in years to come die from 
cancer of the lung and cancer of the upper respiratory 
tract demand that we give this problem our fullest 
attention. 
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Reporting to the Waikato Hospital Board, Hamilton, 
North Island, on the shortage of house-surgeons in New 
Zealand, the medical superintendent of the Waikato Hospi- 
tal, Mr. R. S. A. GRAHAM, said that early marriage or pro- 
jected marriage was one of the three predominant causes of 
the early loss of senior house-surgeons from the hospital ser- 
vice to better-paid positions in private practice. Mr. Graham 
said he understood that the marriage rate among medical 
students was increasing rather than diminishing. In 1956 
nearly 30% of final-year students at the University of Otago 
would have married by the end of the year, as against 10 to 
12% in previous years. Of the two other main causes for 
the loss of senior house-surgeons, one was the desire to get 
overseas—or at least to take a locum to accumulate funds 
for overseas work, he said. 
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THE MILD ENDOGENOUS 
DEPRESSION* 


BY 
C. A. H. WATTS, M.D., D.Obst.R.C.0.G. 


General Practitioner 


In a recent paper on endogenous depression (Watts, 
1956) it was suggested that not more than one-quarter 
of the cases occurring reached the psychiatrist, and that 
the disease was essentially one of general practice. It 
is probably one of the most common misdiagnoses, 
frequently being labelled either an anxiety state or an 
organic illness. The typical mental-hospital type of 
endogenous depression is easy to identify. To wait for 
this severe state of affairs to be reached in order to 
clinch the diagnosis is like waiting for cavity formation 
before deciding that a case is one of tuberculosis. There 
is one big difference between these two diseases. 
Tuberculosis is a chronic progressive condition which 
will in time compel recognition, whereas endogenous 
depression is a self-limiting disease which in 85% of 
cases remits after a few months or years, and once the 
patient has recovered the problem of diagnosis is for- 
gotten. Only about one case in every six is a. classical 
deep depression. The other five are milder types, and 
more difficult to diagnose. Twenty years ago, at the 
very end of a list of possible aetiologies, one found 
“ hysteria.” This clause should be amended to “ anxiety 
states, endogenous depression, and other psychiatric 
disorders.” 

The first step in making the diagnosis is to realize the 
possibility. The mild depression has to be sought for. 
The presenting symptoms in 100 cases are shown in 
Table I. 

Taste I.—Presenting Symptoms in 100 Cases 
Muscular pains 


9 2 
ug! Injury 2 
Run down 7 Strange behaviour .. 2 
Insomnia 7 Palpitations .. 1 
Headache 6 Tinnitus 1 
Vague complaints 4 Globus hystericus 1 
Dyspepsia 4 Urticaria 1 
Nervousness Tremor 1 
Tight feeling in chest 4 Tonsillitis .. 1 
Giddiness .. 4 Pseudocyesis 
Pain in chest ; Bad smell in nose 1 
1 
Belching of wind __ 3 | Diarrhoea 1 
Pregnancy 3 Constipation 1 
Attempted suicide 3 Haematemesis 1 
Vaginal bleeding 3 Collapse ; 1 
Dysuria 2 Dysphagia .. 1 
Fainting 2 ‘ 


If all the cases with symptoms that could possibly be 
called neuro-psychiatric are collected together, the total 
number of the cases will amount to 60% of the whole 
(Table I). In other words, two-fifths of the cases 
present as a possible organic disease. 


Taste Il 


Nervous and psychiatric 60 
Respiratory system .. 12 
Gastro-intestinal system 9 
Urogenital system x 
Muscular ; 
Ear, nose, and throat system 3 
Injury 2 
Skin diseases 1 

100 


To approach the problem of diagnosis another way, 
it is suggested that mild endogenous depressions appear 
in four ways. (1) Some of the patients exhibit overt 
evidence of a depressive disorder, and the problem is to 


*This article and its predecessor (Watts, 1956) were the sub- 
stance of the Sir Charles Hastings Prize essay or 1955. 


decide whether the case is endogenous or reactive. 
(2) Some present as cases of psychiatric disorder, but the 
depression is heavily disguised. (3) Some present as a 
“depressive equivalent”; that is to say, the case 
simulates an organic illness, and the latter has to be 
excluded before the diagnosis can be made. (4) The 
depression may be grafted on to genuine organic illness. 
To illustrate these points, typical cases in the various 
categories are described. 


1. Overt Depression 


This kind of case is often presented in general practice 
as the respectable good patient who suddenly goes 
“ neurotic ” and becomes really troublesome. For weeks or 
months he is a constant attender at the surgery with vague 
complaints which have no adequate physical basis. He 
tends to exchange one set of symptoms for another and his 
outlook is irrational. Then just as suddenly as he started 
his trips to the surgery, they cease, and once again he 
becomes the perfect patient, requiring no attention. 

A man of 50 presented himself in an apologetic way. He 
wasn’t really ill; he just felt queer. He had never been 
like it before and just could not understand himself. He 
could not read as he used to, found it very difficult to 
make up his mind about things, was restless, and could 
not sleep, having difficulty in dropping off. There was no 
obvious reason for any anxiety or depression. Testosterone 
was ineffective, but he found great help from quinalbarbi- 
tone on retiring and dexamphetamine in the mornings. He 
was unable to work for four weeks, and when better ad- 
mitted he had had ideas of poverty he had never spoken 
about. When seen six months later he had quite recovered. 

A woman in her forties was very prone to this condition. 
She usually came to the surgery with some fairly trivial 
complaint, but if given a sympathetic ear she was prepared 
to pour out her troubles. “ Doctor, I don’t know what is 
the matter with me. I have a good husband, a nice home, 
and three lovely children. I have everything that a woman 
can want and yet I’m utterly miserable.” 

A married woman aged 44 came to see me because of 
dizzy bouts, She said she could not understand herself, as 
the least thing upset her. Some days she felt on top of 
the world, and the next useless. She kept waking up in 
the early hours of the morning and what sleep she had was 
broken with bad dreams. She could not concentrate, and 
found her memory was going. She could not settle to do 
jobs which at one time gave her great satisfaction. There 
was no wish to be dead, but she was given to weeping 
bouts. 


2. Depression Disguised as an Anxiety State 

The following case illustrates the difficulty in making a 
diagnosis. While three doctors were agreed on the psycho- 
genic nature of the problem it was not until psychotherapy 
was started that the case was shown to be one of endo- 
genous depression. 

A man of 31 was passed on to me as a psychiatric case 
by one of my partners. He had already been seen at the 
hospital out-patient department, where the diagnosis was 
considered to be “psychogenic.” His story was that in 
June, 1955, while working a crane, a giddy feeling came 
over him and he had palpitations. He felt very frightened 
and thought he might drop dead. He had been sleeping 
badly for some time before this attack. When seen by me 
in February, 1956, he was complaining of headaches and 
vertigo, and my first diagnosis was one of anxiety state. 
Financial worry seemed to offer some explanation for his 
troubles, but he had no insight into his condition and he 
was unresponsive to psychotherapy. Attention was then 
turned to probe for depressive feelings. Inquiry showed 
that he was in very low spirits and often wished he was 
dead. He felt it was all his own fault that he had allowed 


_himself to slip, and he had distinct ideas of guilt. Powers 


of concentration had gone, he could no longer read books, 
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and noise upset him. He found the children a problem 
and the wireless unbearable. The world, he said, looked 
different, a less pleasant place than it had been. He was 
referred to a psychiatrist, who agreed with the diagnosis, 
and he entered a mental hospital as a voluntary patient. 


3. The Depressive Equivalent 

The type of case in which the depression simulates an 
organic illness was called by Kraines (1943) a depressive 
equivalent. A selection of these cases is given to illustrate 
how deceptive the disease can be, and not because equiva- 
lents are more numerous than other types of depression, 

Simulating Gastric Carcinoma.—A man aged 52 sent for 
me in August, 1946, because he had had a haematemesis. 
I did not see the blood, but he was obviously very ill. He 
was pale but not exsanguinated. He had a marked anorexia, 
was very thin, but had no pain whatsoever. I could find no 
physical signs in his abdomen, but I suspected carcinoma of 
the stomach, As soon as he was fit enough he was sent 
for x-ray examination, with negative results. In November 
he was a living skeleton. He could not sleep, and felt 
awful in the mornings. He was morose and could not bring 
himself to speak to his family. He admitted he was very 
depressed, and when I asked him if he wished he was dead 
he replied, “I have indeed, but I would never have told 
you had you not asked me.” He stated he still could eat 
nothing before dinner, but felt better by evening. At bed- 
time he felt much better, but could not get off to sleep. 
This morning depression and evening vigour is fairly com- 
mon in melancholics. A week later he was very depressed 
and admitted that but for. his family responsibilities he 
would get out of it. I persuaded him to see a psychiatrist, 
who reported as follows: “This patient has, as you say, 
a typical involutional depression of something like 12 
months’ duration, He should have E.C.T., but refused to 
go to a mental hospital. His haemorrhage is indeed diffi- 
cult to account for, though it did follow vomiting. Did 
the strain of retching rupture a vessel?” The patient was 
very satisfied with this second opinion, although he poured 
scorn on the idea of a mental hospital. By July, 1947, 
he had recovered enough to go back to work. 

This man presented a typical picture of gastric neoplasia : 
but he proved to be a case of depression. 

Simulating Asthma.—An old man of 84 sent for me be- 
cause he was having attacks of nocturnal dyspnoea. I 
found him setting potatoes in his garden, so he was by no 
means an invalid. He actually lived alone and cared for 
himself. His story was that at 2 a.m. he awakened short 
of breath. He had to get out of bed and open the window, 
and there was no more sleep. I thought he probably had 
cardiac asthma, but there was no evidence of either heart 
or kidney disease. Linctus and cough medicines were in- 
effective in helping his dyspnoea. He pressed me to let 
him know the worst, and all his family felt it was the end. 
The early waking and his deep concern over himself made 
me suspect depression. I gave him a barbiturate hypnotic 
each night, and once his sleep had returned to normal he 
greatly improved. He never had a return of his symp:oms 
and he lived to the ripe old age of 92., 

I have called this incident a depression. It was certainly 
no organic or progressive disease, There was no history of 
asthma, and I never found any evidence of bronchospasm. 
He had a very fine health record. My view is that this 
was a very mild depression which fortunately came and 

nt fairly quickly, lasting in all about two months. 

Simulating Rectal Growth—A man aged 45 came to see 
me in February, 1947, complaining of diarrhoea. His stools 
were running from him in the surgery, so that I had to 
send him home and go there to examine him. There was a 
history of alternating diarrhoea and constipation with marked 
loss of weight. Nothing was found on physical examina- 
tion either per rectum or per abdomen. He was referred 
to hospital, where investigations were again negative, but 
it was suggested he be kept under observation. A month 
later, when his diarrhoea had ceased, he complained of diffi- 


culty in falling off to sleep, bad dreams, and awaking un- 
refreshed. He said he felt awful in the mornings and had 
done so for at least three months, Everything was too 
much trouble; but he denied being depressed. He was 
irritable at home and his sexual desires had gone. I re- 
turned him to hospital with the suggestion that he was 
depressed. This view was confirmed by the physician. By 
April he was worse, neither eating nor sleeping. In May 
his wife came to see me. She was very worried about him 
and was sure he was suicidal. She agreed to his going to a 
mental hospital, but we could not persuade him to go. 
Fortunately he began to improve, and by July was back at 
work, having been “on the club” for five months. 
Simulating Intestinal Obstruction—A woman aged 57 
came to see me in April, 1947, complaining of abdominal 
pain. Physical examination revealed that her abdomen was 
distended, and she presented a picture of subacute obstruc- 
tion. I sent her to see a surgeon privately, and he admitted 
her to hospital at once and performed a laparotomy, to find 
nothing abnormal. I saw her again in May, when she came 
out of hospital. All her abdominal symptoms had gone 
and she complained of insomnia, early waking in character. 
She was depressed and lacrimose, but admitted no death 
wish, Her memory was bad and she could not stand noise. 
She told me she had been very depressed 27 years pre- 
viously, after the death of a child. She had visited the 
grave twice daily and once filled a tub in which to drown 
herself. A week after this interview she was somewhat 
better, having good days and bad days. The depression 
gradually lifted, and in October, 1947, she said she would 
not come again as she was quite well, and her recovery 
appears to have been maintained for the past nine years. 
This case is of interest because the depression did not 
become obvious until after the laparotomy ; but it must have 
given rise to the obstructive signs and symptoms. Auto- 
nomic upsets are not infrequent in depressive illness, as 
shown by sweating, tremors, fainting, and even ague. 


4. Depressive Grafts 


In my opinion few chronic sick are more cheerful in 
adversity than the victims of severe forms of rheumatism. 

A man of 27 had been confined to his bed for seven years 
with a poker back and ankylosing arthritis of both his hips. 
He was usually cheerful and contented in spite of his crip- 
pling and sometimes painful complaint. He seemed to have 
accepted the bad prognosis and adjus‘ed himself to the 
limited little world in which he was compelled to live. He 
revelled in the praise he got from his family and friends 
for his uncomplaining attitude. His bedside became a social 
centre. But periodically a cloud descended and he lost his 
tranquil frame of mind. He grew restless and demanded 
further investigation of his condition or a new treatment. 
He became complaining, morose, and difficult to live with. 
He felt his life in his deplorable state was not worth living, 
and suicidal ideas were not far away. He was broody and 
had difficulty in sleeping. He refused to eat, was depressed, 
and at times lacrimoue. He was full of symptoms, and each 
new pain had an ominous significance. His whole attitude 
to his suffering became illogical and quite the reverse of his 
usual fortitude. : 

I saw this man in only one of his attacks, but my partner, 
who had been looking after him ever since his illness began, 
said he had had three or four similar attacks. These usually 
last for about a month, and then the cloud lifts and he 
becomes his old self again, seemingly adjusted to his phy- 
sical limitations. 

A man of 64 had very severe chronic bronchitis and 
marked emphysema, Only on his best days could he walk 
very slowly along the village street. Most of his life was spent 
in his chair in the kitchen. He was a man of character. 
Starting life as a collier, he had continued at that work until 
his chest had stopped him five years previously. But besides 
his mining he had saved money and bought property. He 
was a fine gardener and owned a sizable poultry farm. 
He was always an interesting man to visit, although he was 
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so short of breath that even speech was difficult at times. 
He was philosophical about his illness, and usually said little 
about it. He preferred to talk about gardening or hens. 
When I called to see him in March, 1946, he had left his 
place in the kitchen and was sitting in a chair in his down- 
stairs bedroom. He looked thoroughly miserable and de- 
pressed. He felt his end had come, and, although he had 
no ideas of suicide, he wished he could die. Life was a 
burden to him and he could see no future. His sleep was 
bad, as he was given to early waking. He made a good 
response to phenobarbitone and amphetamine, and in about 
three weeks the depression had passed. He came back to 
the kitchen and was his old cheerful self until he died in an 
emphysematous crisis some eight months later. 

A married woman of exceptional personality and ability lived 
alone and did all her own housework at the age of 82. In 
August, 1947, I was called out to see her in the night as she 
had an attack of renal colic. I gave her morphine, and the 
next day she was much better. I noticed she had auricular 
fibrillation and a fast pulse, so I kept her in bed for a 
few days. She developed oedema and became seriously ill. 
Her son took her to his home, and there she became very 
depressed. She did not weep, but felt she was finished, and 
actually asked me to put her away. She could neither eat 
nor sleep, and it was difficult to control her oedema. Slowly 
she improved, but she remained profoundly depressed. In 
ordinary times she knitted, did the Daily Telegraph cross- 
word puzzle every day, and enjoyed jigsaw puzzles, but she 
could settle to none of these things. She even lost interest 
in her own home, and she had always been of a very 
independent nature. Just after Christmas she was persuaded 
to go to her other son in a distant town for a few weeks. 
She hated every minute of the change and must have been 
a very difficult guest. The doctor who looked after her 
wrote and told me that, while her fibrillation was under 
control, she was very much a “cracked pot.” She came 
back in February, and an improvement soon became 
obvious. She had started knitting and listening to the wire- 
less. By Easter she was well enough to go home and take 
up her own life again, including her crossword puzzles. She 
kept remarkably well for two years and then had a stroke 
and died in two days. 


Symptomatology 
The severe depression is expressed in the triad of symp- 
toms—namely, difficulty in thinking, depression, and psycho- 
motor retardation. In the profound case these are often 
obvious at a glance, but with mild cases they have to be 


sought for. 
Difficulty in Thinking 

This is expressed in the patient with mild depression in 
two different ways. First, as a feeling of tiredness and 
exhaustion. The “reading test” is quite a useful measure 
of its magnitude. The reader of books finds he cannot con- 
centrate enough to enjoy a book, but he can read the news- 
paper. Patients with more severe depression cannot even 
take an interest in the newspaper. One collier who could 
raise enough interest at midday to drink his beer and make 
a bet, could not by nightfall raise the interest to look at 
the results in the evening paper. 

The second way in which this basic symptom is expressed 
is an illogical approach to the problem. As Robert Burton 
(1628) put it 300 years ago, “ Reason as well as imagination 
is at fault.” One man blamed a quarrel with the foreman 
for his troubles. Argument could not convince him that this 
explanation was phony, but a week later he decided that 
the real cause of his trouble was he needed glasses. The 
quarrel was forgotten. Often there is an element of self- 
blame in these phony explanations. An engineer blamed 
worry over a haulage cable which he had not tested to his 
satisfaction, but there was no real evidence that his fear 
about the cable was valid. He could never forgive himself 
if it ever broke. The mind of the anxious patient is rational 
and he can follow with interest a logical argument. That 
of the depressed patient is irrational. His thoughts and ideas 
are repetitive. He will say the same thing over again, and 


ask the same questions ; he makes no progress with super- 
ficial psychotherapy. 


Depression 

The victim of a mild depression does not look depressed, 
but he will readily admit he feels in low spirits. The colour 
has gone out of life, and the future, if not black, is at least 
grey. The sense of humour goes. He “is not himself” in a 
very real way, and he feels isolated and misunderstood. The 
tolerance of noise drops in depression, and, as wireless is an 
almost universal noisemaker, the patient’s reaction to it is 
significant. The patient who used to work to a background 
of wireless programmes now switches the set off. The 
row made by his children upsets him in a way it never 
used to. 

1. Suicidal Ideas—These ideas are an expression of this 
symptom, In a depressive with suicidal feelings the depres- 
sion is not mild, but even in the mild cases the seeds of 
the suicidal urge may be evident. This is expressed first 
as a fear of dying. The patient feels he has some mortal 
illness such as cancer or tuberculosis, or he is going to 
have a stroke, This same feeling may be expressed not as 
a fear of any disease, but as a feeling of apprehension as 
if something terrible is going to happen. “Every time a 
car stops outside, I think they are bringing my husband 
back from the mine,” or, “ Every time the ‘phone rings I 
feel it is bad news.” As the depression deepens, the patient 
expresses not so much a fear of death as a wish to be 
dead. This is still not the same as a true suicidal urge which 
occurs in the worst types of depression. If a true suicidal 
urge is suspected the patient should be sent to a mental 
hospital for treatment. Occasionally even the apparently 
mild depressive may be more suicidal than one thinks. 

2. Phobias and Obsessions.—Just as the suicidal urge has 
forerunners in such symptoms asa fear of impending disaster, 
a fear of death, or a wish to be dead, so the frank delusions 
of the profound depressive may start as simple phobias or 
obsessions. A fear of venereal disease is a not uncommon 
symptom of depression. 

One of the village fathers, a venerable man of 65, came 
to ask me for a tonic, as he was run down. His symptoms 
were all very vague and indefinite. During this first consul- 
tation he confided in me that as a young man he had had 
gonorrhoea. He concluded by saying, “I have never told 
anyone about that before. I have been wondering lately 
what my children would say if they knew, or what my 
friends and their wives would think of me.” This was 
in fact the beginning of a depression which lasted for about 
three months, Soon after recovery he had a coronary 
thrombosis which ultimately killed him, but during the 
physical illness he was never morbid or depressed, and 
no mention was ever made of venereal disease. 

The phobia which persists may become an obsession, so 
that the patient can think of nothing else. The obsession 
may be about disease, as in a case of cancerophobia, or it 
may be about some misdeed, as in the case of a mother 
who felt she had killed her child. Phobias are common 
among mild depressives, but if the patient becomes obsessed 
the depression is getting deeper, and it is as well to get the 
advice of a psychiatrist, as such cases often need E.C.T. 

3. Insomnia.—This in one form or anether is an essential 
feature of endogenous depression. While the most common 
form of sleeplessness is that the patient awakens in the early 
hours, this is by no means always true. When a series 
of 100 cases was analysed early-waking insomnia was evident 
in only 44% of the patients. A more general form of in- 
somnia is not uncommon. The patient finds difficulty in 
getting off to sleep, and, once asleep, sleeps only fitfully, to 
wake in the morning more exhausted than when he went to 
bed. A further 22% had difficulty in dropping off to sleep, 
but then slept reasonably well. Most patients with endo- 
genous depression awaken with a heavy head and they feel 
useless for several hours. Bad dreams occurred in 21% of 
the cases, and in two the dreams were so awful as to account 
for the insomnia. “I dream of terrible and shameful things,” 
“I never had such dreams in my life,” or, “I am always 
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dreaming of death and dead people,” are examples of how 
such dreams are described. Two patients could not sleep 
because of their bad coughs, and another woman, who was 
suffering from pseudocyesis, was unable to sleep because of 
the “movements inside her.” 


Psychomotor Retardation 


In the case of mild depression psychomotor retardation 
may be expressed by minor habit changes. This symptom 
is a most subtle measure of depression. It happens for a 
variety of reasons. Sometimes the habit change is because 
there is a falling off of powers of concentration and appli- 
cation. The pianist never opens her piano, and the keen 
gardener lets his weeds grow unheeded, The tidy person 
tends to neglect personal hygiene and look unkempt, but 
with mild depression this is not likely to be marked. 

The social habits of the patient are very prone to alter. 
The normally affable person tends to stay at home because 
people are apt to ask questions about his health or pass 
remarks about him which only make him more depressed. 
The music-hall and the cinema no longer amuse him, and 
his inability to laugh with others only underlines his 
troubles. On the other hand, some timid normal unsociable 
types begin to seek company. They are so fearful of their 
own thoughts that they prefer and feel safer with other 
people. 

Bizarre forms occasionally arise. One depressed woman 
who was obsessed with the idea of a growth in her back 
used to wear holes in all her clothing by rubbing the affected 
part against suitable articles of furniture. The habit was 
noticed long before the depression was diagnosed or the 
reason for the back-rubbing was elucidated. Another reason 
for habit changes is.that the patient is always on the look- 
out for an explanation for his symptoms, and, like the 
drowning man, he will clutch at a straw. If he happens to 
blame the habit of a lifetime for his symptoms, it is dropped. 
One man of 56 ceased to take his ritual purge on Sundays 
in case that was upsetting him. The regular drinker may 
stop drinking, or he may drink a lot more in order to 
obliterate his unpleasant feelings. One thoroughly reliable 
and normally abstemious patient developed delirium tremens, 
as he took to relying on alcohol to get him off to sleep. 


The Feel of the Case 


The classical melancholic oozes depression, so that the 
observer feels depressed himself, in much the same way 
as the merry “drunk” readily transmits his cheerful state 
of mind to responsive company. There is no aura of depres- 
sion about mild cases, and yet they have a definite quality of 
their own. Their attitude of mind is one of injured be- 
wilderment. “Why am I like this”; “I have never been 
like this before in my life” ; “I don’t know what has come 
over me ”—all these are the patient’s ways of describing his 
feelings. He is pained and worried by his change of out- 
look. He seems to want reassurance, but does not appear 
to accept it at the time, as with monotonous regularity he 
goes over his symptoms again and again. He is in fact 
assisted by reassurance. 

A man of 56 appeared to have a mild depression. After 
a full history and careful examination he was reassured, 
and the disease was explained to him. He was told that in a 
few weeks, or perhaps months, his troubles would all dis- 
appear. He was seen weekly for some time and then six 
months later he came down to the surgery. He had quite 
recovered, but was still able to give a vivid description of 
his depressive feelings. He had felt hopeless, and the 
doctor’s reassurance, although viewed with considerable 
doubt and misgiving when it was given, had helped. In 
fact, now that he was well he was prepared to admit that 
all forecasts of recovery, disbelieved at the time, had been 
fulfilled, and he was grateful for such reassurance. 

The depressed mind, besides being somewhat rigid, 
appears to work ia an illogical manner. The melancholic 
is unimpressed by a reasoned explanation of his feelings. 
He may, in fact, feel worse if told too much, On the other 
hand, a perfectly intelligent depressive will ascribe his state 


to quite absurd possibilities. An innocent pimple has fearful 
significance, some distant peccadillo is now bringing retri- 
bution, and so on. In spite of this rather difficult frame of 
mind, the patient is at heart grateful for all attention and 
sympathy. One woman who has in eight years had five 
severe but short-lived depressions comes along or sends 
to the doctor if she feels an attack coming on. She must 
know by now that no medicine the doctor can give her will 
help. She evidently feels that his knowledge of her suffering 
and his understanding in some way help to make the burden 
lighter. Even if the recurrent case knows it may lead him 
back to a mental hospital, he usually comes back to his 
doctor when he feels the clouds are descending on him. 


Treatment of the Mild Depression 


The factors which should make the general practitioner 
pass a depressive case on to the psychiatrist are twofold. 
First, if he can detect a suicidal urge, or symptoms such 
as agitation or delusions are emerging, then the depression 
is no longer mild, and E.C.T. is probably indicated. 
Secondly, if the illness lasts more than three months, further 
advice should be sought, to confirm the diagnosis and to 
consider phvsical treatment. If these two points are borne 
in mind the treatment of the mild types of depression is 
safe and simple and within the scope of general practice. 

The most important factor in treatment is to establish a 
good rapport. The patient is so often spurned and mis- 
understood, especially by well-meaning relatives, that it is 
a great relief for him to find a sympathetic ear. His feelings 
of guilt, if not overt, are latent, and he tends to feel a very 
inferior creature and thoroughly ashamed of his symptoms. 
The doctor who can assure him he is suffering from a 
common and well-understood disease makes him feel less 
lonely. If added to this the practitioner can show real 
interest and encourage him to come again once or twice 
each week, the patient is greatly relieved. He expects to 
feel he is a burden, a waster of the doctor’s time. Have 
not his family told him that only he himself can help him- 
self ? He comes to the surgery expecting to be snubbed and 
feeling that the busy doctor will have no time for cases 
such as his. To find himself the centre of interest and 
understanding is a pleasant surprise in the grey world of 


depression. 
Symptomatic Treatment 


Insomnia is the most obvious symptom to treat. Barbi- 
turates have a wide range of action. For the early-waking 
types butobarbitone, 3-6 gr. (0.2-0.4 g.}, is indicated. Bar- 
bitone sodium, 74-10 gr. (0.5-0.65 g.), is very useful, but 
it is so prolonged in its action that it tends to cause a hang- 
over the following day. For those who have difficulty in 
dropping off to sleep the quick-acting ba~>iturates such as 
quinalbarbitone, 14-44 gr. (0.1-0.3 g.), should be given. The 
general insomnia or fitful sleep needs a mixture of both, 
such as quinalbarbitone, 14 gr. (0.1 g.), and barbitone sodium, 
74 gr. (0.5 g.). Hypnotics should be looked on as a tem- 
porary measure, and if a habit is being formed the patient 
should be switched to the safer and less appetizing chloral 


a 


~ hydrate, 30. gr. (2 g.). All hypnotics should ideally be given 


to a relative, who should administer them to the patient and 
see that he takes them, as the capsules and tablets are such 
an easy method for the would-be suicide. This is a council 
of perfection. It should be applied to the moderate and 
severe cases, but the patient with mild depression rarely 
brings a relative: the ritual of bringing the next of kin, 
and giving him a private session to discuss the patient's 
symptoms, and so on, only tend to increase the patient's 
apprehension about his troubles. In a series of 289 cases 
of endogenous depression four actually did use the barbi- 
turates with suicidal intent. Only one patient was seriously 
ill and eventually died. On the other hand, it must be 
admitted that three of the four cases were viewed before 
this episode as cases of mild depression. In the early stages, 
when the patient is being seen twice weekly, the drugs need 
only be prescribed in small quantities to last three or four 
days. 
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As euphoriants and dispellers of the morning headache 
the amphetamine group of drugs are still the most useful. 
In a small proportion of cases, probably not more than one 
in ten, they work like a charm, and yet in others serve no 
useful purpose. They can be used in combination with 
barbiturates or aspirin in certain cases. 

Malleson (1953) recommends the use of small doses of 
natural oestrone, ethisterone, and methyltestosterone in cases 
of premenstrual and menopausal depressions. If one hor- 
mone fails to work another is tried, or two are tried alter- 
nately. No adequate series has so far been established, but 
a few most gratifying results have been recorded, and further 
work on the subject is certainly indicated. There are many 
drugs on the market which claim to be useful in cases of 
depression, such as rauwolfia, chlorpromazine hydrochloride, 
pipradrol hydrochloride, benactyzine, and methyl pheni- 
date hydrochloride, but again none have been given an 
adequate trial so far in the mild depressions of general 
practice. 

Light work or work devoid of responsibility is to be 
encouraged, but the patient should not be physically ex- 
hausted by his labours, or weighed down by an overactive 
sense of duty. If work is a burden, it should be abandoned 
for a while. A change of scenery or company may help 
those with a mild depression, whereas it is definitely contra- 
indicated in those with the severe type, who need to be kept 
under constant observation. Very few housewives, who 
form a big proportion of these cases, ever allow themselves 
to be put off work altogether. 


Summary 

The mild endogenous depression accounts for 60% of 
the cases which occur. The symptoms are usually so 
mild that the patient is not likely to get past his general 
practitioner into the hands of a psychiatrist. It is 
essentially a disease of general practice. The condition 
is frequently disguised, and is often misdiagnosed either 
aS an anxiety state or as an organic illness. It can also 
occur as a graft on to established organic disease, and 
if such a patient is to receive adequate treatment the 
depression must have due recognition. These disguised 
forms of endogenous depression are illustrated by 
typical cases. The severe mental-hospital type of depres- 
sion, with the classical triad of symptoms, is easy to 
diagnose. The case of mild depression has to be sought 
out. Difficulty in thinking, depression, and psychomotor 
retardation are all evident in an early and modified form. 
The evolution of such symptoms as suicidal ideas and 
delusions is observed in the various grades of depression. 
The mild depression has a distinct “feel” of its own. 
The patient presents a picture of “injured bewilder- 
ment.” 

Most of these mild cases can be treated at general- 
practice level. If a suicidal urge emerges, or the patient 
becomes agitated or deluded, a psychiatrist should be 
called in. It is as well to pass even a mild uncomplicated 
case on to a specialist if the depression shows no signs 
of improvement after three months’ observation. 

Symptomatic treatment is described, but the most 
potent weapon in the hands of the general practitioner 
is a good rapport with his patient. The sympathetic 
understanding of the doctor goes a long way to tide him 
over the dreary and painful weeks or months of depres- 
sion. This is confirmed by the way in which patients 
with recurrent depression come back as soon as they feel 
the clouds descending. 
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Physician in Charge of Clinical Research, St. Patrick's 
Hospital, Dublin; Assistant Physician, Adelaide 
Hospital, Dublin 
This is a report on the immediate results of a clinical 
trial of the use of reserpine in the treatment of 119 
cases of schizophrenia. The study covers a period of 
18 months. An assessment of the cases was made on 
December 31, 1955. Only patients whose response to 
the drug was regarded as decisive by this date were 
included. The follow-up period ranges from a few 

weeks to ten months. 

Inquiry into the efficacy of a new treatment in 
psychiatry is notoriously difficult. A controlled inves- 
tigation satisfactory to statisticians is difficult to obtain, 
especially with a drug which has marked side-effects. 
Psychiatric diagnosis is inexact, and descriptive terms 
may have widely different meanings for different 
psychiatrists. The natural illness is often fluctuating and 
subject to remission. Enthusiasm for a new treatment, 
a new interest in the patient, and a favourable change in 
the environment can all react markedly on the patient, 
and influence results. 

We have divided our cases into five groups, and the 
order in which we report on them reflects the history of 
our attitude to the drug. Thus the first group consists 
of chronic deteriorated patients who were long since 
regarded as past any hope of improvement. Results 
with this group encouraged us to treat a group of cases 
which had failed to respond satisfactorily to other better- 
tried methods of treatment. Later, we used the drug as 
the first line of treatment in cases considered unlikely to 
respond to these better-known methods. Finally, we 
report the results in two groups of acute cases in which 
the immediate prognosis with other methods had been 
thought likely to be good. 


Regime of Treatment 

The preparation of reserpine used throughout the trial 
is marketed under the trade name “ serpasil.” 

When we began to use reserpine it was available only 
in tablet form, and in group I the dosage varied from 2 
to 8 mg. daily by mouth. In the other groups we were 
guided by Kline’s scale of dosage (Kline and Stanley, 
1955 ; Barsa and Kline, 1955), and the following amounts 
were used: 3 mg. orally daily throughout ; 5 mg. intra- 
muscularly on the first evening ; and 10 mg. intramuscu- 
larly nightly for three to seven weeks, reducing this 
to 5 mg. on alternate nights for two weeks, and finally 
2.5 mg. on alternate nights before discontinuing the 
injections. If side-effects were troublesome the dosage 
was reduced earlier. In the most severely and chronically 
ill the intramuscular dosage was continued as a main- 
tenance dose on every second or third night indefinitely. 
The giving of the injections at night minimizes 
absenteeism, due to side-effects, from occupational 
therapy classes and recreational and social events. 
Each case must be treated individually, and dosage 
modified according to the side-effects and the mental 
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state. Our present tendency is to decrease the dosage 
rather more slowly than at first, and to keep the patient 
on an oral maintenance dose for many months after 
symptoms have disappeared. All discharged patients 
are encouraged to attend the out-patient department 
regularly, and, if they live at a distance, to keep under 
the care of their local doctor and to report to us by letter 
should untoward symptoms arise. Sometimes a patient 
who has improved relapses when the drug is reduced, 
and a return to bigger doses is indicated. A number of 
patients who subsequently did well showed this tendency 
to relapse, from the fourth to the seventh week. 

The drug was the focal point of the treatment of these 
patients. They were interviewed at least once weekly 
and their symptoms elicited. Usually the patient was 
told directly that he was mentally ill, and simple explana- 
tions were given of paranoid ideas, delusions, and hallu- 
cinations, with their mode of development. A full 
programme of occupational therapy, games, work parties 
in the open, and social events was provided. As soon as 
possible week-end parole was given. 


Effects of the Drug 


Often in the first few days, and almost always in the 
first week, there is evidence of a tranquillizing effect. 
The patients are more relaxed and sociable, and less 
preoccupied with their symptoms. Disturbed behaviour 
is lessened. In some a mild elation replaces confusion 
and preoccupation. By the end of the first week 
previously withdrawn or suspicious patients may be 
anxious to talk to the doctor about themselves and 
their symptoms. It is often easier to elicit symptoms. 
Patients who had previously been evasive or secretive 
about their condition may discuss their abnormal ideas 
quite freely. Sometimes from then onwards there is a 
progressive lessening of delusions and _ hallucinations, 
with a gain in insight. The patients may for the first 
time accept explanation and reassurance about the 
nature of their symptoms. The course varies widely, 
and, as with other treatments, the most recent symp- 
toms disappear first, and the oldest ones last. 

In many patients in the acute schizophrenic group, 
satisfactory improvement with good insight had been 
achieved by the 21st day, whereas similar improvement 
in patients of the chronic group might take 60 days, and 
occasionally much longer. Sometimes insight appears to 
be gained as a result of patient and persistent explana- 
tion ; in others there may be a sudden change for the 
better, symptoms subside, and patients appear to gain 
insight overnight, almost as if some crisis had been 
passed. Several chronic patients said spontaneously 
that they had suddenly realized for the first time that they 
were mentally ill. One patient who had written scores 
of paranoid abusive letters, complaining about his 


alleged illegal detention, over years, wrote a letter in the . 


third month of treatment saying that he had just realized 
that he was ill, that what had been done was in his best 
interests, and that he would like to change his status to 

t of a voluntary patient for the remainder of his treat- 
ment. The patient, a paranoid schizophrenic of seven 
years’ duration, has achieved a very good remission, and 
has been symptom-free for more than nine months. 

A highly intelligent woman with a threé-years schizo- 
phrenic history was convinced of the reality of her 
“voice,” and admitted it without reserve. After a 
month’s treatment she flushed angrily when it was 
suggested that the voice was a hallucination, and com- 


plained in a letter to her husband that the doctors sug- 
gested she was “ mental.” She had then achieved sufficient 
insight to wish to avoid discussion of her symptom. A 
month later she could discuss her symptom objectively, 
admit that it was a product of-her illness, expressed 
pleasure at the fact that it sometimes went away 
altogether, and inquire anxiously when it. was likely 
to go away permanently. 

A number of patients expressed fear that their 
“ voices” would come back again when they stopped 
taking reserpine, and for this reason were loath to give 
up taking it. 

Side-effects 

In the first few days of treatment flushing, tremor, nasal 
stuffiness, and drowsiness occur. Sometimes there is dizzi- 
ness and vomiting. In a few patients short periods of 
elation occur, but more often there are periods of tension 
and depression. These may coincide with the drowsiness 
which tends to come on from one to three hours after a 
intramuscular dose of the drug. After about seven to nine * 
days restlessness appears, and within a few days, in varying . 
degrees, the other side-effects—pains in the calves and fore- 
arms, pains in the lumbar region and neck, loss of natural 
mobility of the face and arms with increase of salivation— 
appear, These latter may progress to a well-developed 
picture of Parkinsonism. 

Rigidity may be so marked that spoon-feeding is required 
within two weeks of the beginning of treatment. Often 
sleep is disturbed, and early waking may be a troublesome 
feature, even in patients who are not depressed. A curious 
combination of drowsiness and_ restlessness appears. 
Drowsiness makes the patient want to lie down on his bed, 
while the restlessness impels him to pace up and down the 
ward. Those of a phlegmatic temperament bear it grimly, 
while the more volatile clamour for attention and relief. 
Nasal stuffiness may result in nose-bleeding, and we have 
seen sinus infections in two cases. Breathlessness and, rarely, 
a sensation of smothering may occur. Rarely, too, a patient 
may feel weak to a degree he interprets as “ paralysis.” 
Frequency of micturition and nocturnal incontinence are 
fairly common. Delay in initiating micturition, subjective 
impairment of accommodation, and unexplained oedema of 
the face and ankles have been noted. We have had no 
difficulty from postural hypotension. If for any reason 
electroplexy is given, adequate relaxants and preliminary 
atropine are necessary. Otherwise excessive salivation and 
possibly nose-bleeding might cause difficulty in maintaining 
the airway. We have, however, had no worry from any of 
these. 

One patient, after discharge from hospital on a daily 
dosage of 2 mg. orally, had an attack which may have 
been epileptic. This is our only experience of that com- 
plication, which is described by Barsa and Kline (1955). 
We have given reserpine to several epileptics, not included 
in this series, without any increase in their attacks. 

One patient, not in this series, died while on reserpine. 
She was suffering from schizophrenia and thyrotoxicosis. 
The cause of death was a thyroid crisis, which may have 
been precipitated by a maxillary sinusitis due to reserpine. 

Appetite is often increased, and some patients get up in 
the middle of the night to appease their hunger. When side- 
effects become marked, reduction in appetite and difficulty 
in swallowing may lead to loss of weight. In a few cases 
diarrhoea has occurred. 

Provided explanation and encouragement are given, the 
side-effects present no great problem in the average case. 
antazoline-naphazoline nitrate (“ antistin-privine 
nebulizer’ is useful when nasal symptoms are severe; too 
great restlessness is usually relieved by one of the short- 
acting barbiturates or chlorpromazine hydrochloride 
(“ largactil”). Tincture of belladonna is a help in lessening 
the salivation of Parkinsonism. All the side-effects lessen if 
the dose is reduced. Indeed, these side-effects, although 
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troublesome, appear to have their value ; they create a bond 
between the patient and his fellows ; they provide a topic of 
conversation, and many seem almost relieved to complain 
of physical rather than mental symptoms. In some cases 
they seem to distract the patient from preoccupation with 
his fantasies and delusions. Patients turn to the doctor to 
ask for relief of their physical symptoms, and sometimes 
this is the beginning of a more satisfactory doctor-patient 
relationship. 

Barsa and Kline (1955) have described a turbulent phase 
of variable duration following on a sedative phase in the 
first week. In this, they state, the patients become more 
deluded, hallucinated, and disturbed. We have not been 
able to confirm this observation. In our experience the 
turbulent phase, except in the rare patient, is one of physical 
disturbance rather than mental turbulence. It is due to 
the side-effects of the drug—in particular, restlessness— 
rather than any increase in the psychotic process. In a 
few patients who appeared to have a low tolerance for 
tension the physical restlessness led to impulsive behaviour, 
such as breaking cups or a window. These few patients 
described sensations of something about to snap in their 
heads. 

Trouble from side-effects varies widely, but is generally 
more pronounced in patients with neurotic or psychopathic 
personality traits. Some leucotomized patients seemed to 
be very tolerant of the side-effects of the drug. 


Depression 

The most serious complication of the treatment is the 
development of severe depression. This has been noted 
by physicians treating hypertension with—by our standards 
—small doses of the drug (Freis, 1954; Doyle and Smirk, 
1955; Smirk and McQueen, 1955). Transient depression 
may come on a few hours after an injection, but in most 
cases it passes off again. In our experience, persistent 
deep depression has developed as early as the 27th day and 
as late as five months after treatment has started. A 
number of those who developed depression after a long 
period on the drug did so when the dose had been sub- 
stantially reduced—seometimes when an oral dosage only 
was being given. 

The picture is usually characteristic of the endogenous 
type of depression—early wakening, a sense of hopelessness, 
often a sense of guilt, with suicidal preoccupation. Although 
there is a retardation and deep dejection, the patient is 
usually able to express his thoughts, and admits to thoughts 
of suicide, Sometimes there is a fear of giving way to a 
suicidal impulse rather than a desire to be dead. 

When depression occurs we feel that reserpine should be 
discontinued and sedatives given for relief of tension and 
insomnia. In a few cases symptoms have subsided within 
a week or two; in others a course of electroplexy has been 
given with success. A few patients proved resistant and 
required several courses of electroplexy before the depres- 
sion finally cleared up. 

Two of our patients in this series made determined 
suicidal attempts after discharge from hospital and while 
on maintenance dosage of 2 mg. daily. Fortunately neither 
suffered serious injury. Both were depressed, but neither 
showed any return of the schizophrenic symptoms for which 
the treatment had been given originally. 
ficant that the pre-psychotic personality make-up of both 
these patients showed definite evidence of immaturity and 
instability. The attempt was an impulsive desire to be 
rid of an intolerable feeling of tension and depression ; 
it was not premeditated, nor was it the result of delusional 
thinking or in response to a hallucination. 

It seems probable that the risk of suicide in this reserpine- 
induced depression is greatest in personalities with a poor 
tolerance for tension. Jt must be emphasized that this is a 
very serious complication of the treatment. It is quite 
unsafe to prescribe the drug unless the patient can be seen 
regularly by a doctor aware of the dangers involved. Some 
out-patients may require admission to hospital. 


It may be signi- — 


Group 1. Chronic Deteriorated Schizophrenics 

Our first group of cases were chosen from a small ward 
of chronic deteriorated patients who had been in hospital 
for many years. Twenty-two patients were included (11 
male and 11 female). Their average age was 45 years and 
their average stay in hospital 13.5 years. The shortest stay 
was one year, but in her case there was evidence that she 
had been ill for ten years. The patients were chosen 
because of one or more undesirable features in their be- 
haviour, such as resistiveness, aggressiveness, noisiness, or 
destructiveness. Only with three could one establish contact 
or make conversation. Some were having maintenance 
electroplexy to control their disturbed behaviour. Some 
had been on chlorpromazine hydrochloride, and in all cases 
the usual sedative drugs had been tried over the years. 

Regime.—Reserpine was given orally in dosage of 2- 
8 mg. daily for an average period of 75 days. The initial 
dosage was 2 mg., but if there was no beneficial effect this 
was increased. Following this, control tablets, were substi- 
tuted without the knowledge of the medical staff—with the 
exception of the physician in charge of the clinical trial. 
The control tablets were given for an average period of 
45 days, when reserpine was resumed in all the patients 
and dosage adjusted within the limits of 2-8 mg. to obtain 
the best response. Otherwise the routine of the patients 
was unchanged, except that any fresh interest in occupa- 
tional therapy or social events was encouraged. 

Side-effects were comparatively mild. Increased appetite 
and weight gain were frequent. Twelve of these very 
chronic patients improved on the drug, a few strikingly. 
Ten of them relapsed on controls, and two of these failed to 
regain improvement on a second course of reserpine. Most 
of those who improved did so in the first two weeks of 
treatment. A sedative effect, sometimes with drowsiness, 
was noted, beginning most usually from the second to the 
seventh day. Those in whom drowsiness was well marked 
did best. 

These figures give an indication of the results, but cannot 
really convey the general improvement of the group in 
morale, in hygiene, in the standard of occupational therapy, 
and in the general happiness of both patients and staff in 
this section of the hospital. 

There is general agreement in the published literature 
that reserpine is of value as a sedative in some patients 
of this type (Kline, 1954; Glynn, 1955; Noce ef al., 1955). 


Group 2. Chronic Treated Schizophrenics 

For the intensive treatment we chose first a group of 
patients whose illness was more recent than that of Group 1 
but none the less chronic. None was ill for less than two 
years; the average duration of symptoms was 7.5 years 
(range 2-29 years), The average age was 35.5 years (range 
18-52 years). In every case one or more of the physical 
methods of treatment had been tried and had failed to 
produce a sustained remission. The average duration of 
reserpine treatment was 193 days (range 53-470 days). 


TasLe I.—Treatments Previously Given to the 38 Patients (23 
Vale, 15 Female) in Group 2 


Previous treatment No. of Cases 
Leucotomy tA és 19 
Intravenous acetylcholine ve ee - 12 

Leucotomy was planned for 9 patients if reserpine 
failed to produce remission. 


Table I shows the treatment previously given to the 38 
patients in this group. In none had a sustained remission 
been produced. Leucotomy was projected in nine cases 
because of the continued failure to respond to treatment. 
All patients were classifiable as chronic hospital invalids 
or likely to fall into this class if projected leucotomy did 
not produce a remission. Twenty patients presented serious 
nursing problems because, under the influence of their 
delusions or their “voices,” they became aggressive or 
negativistic. 
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All but four of these cases had been under our own 
observation in hospital for at least a year, many for much 
longer periods. Of the four patients treated in other hos- 
pitals, one had been leucotomized and three had had insulin 
and electroplexy combined. These patients were known 
intimately by the staff of the hospital, and every effort had 
previously been made, without success, to achieve a sus- 
tained rémission. Thus this group of patients could act as 
their own controls. In none of these cases was the diagnosis 
in any doubt—all showed active schizophrenic process symp- 
toms. Seventeen of the patients admitted to auditory hal- 
lucinations when reserpine treatment started; 31 were 
deluded, without insight; 24 had ideas of reference or 
influence ; 22 showed marked affective blunting or incon- 
gruity. 

In assessing results we tried to make our criteria as 
objective as possible. A clinical impression that the patient 
had improved was not regarded as valid unless it could be 
shown that specific psychotic symptoms had disappeared, 
The term “recovered” was deliberately avoided, in view 
of the short-term nature of the results. We classified the 
results into three groups: much improved, improved, and 
no improvement. These terms are defined in the legend 
below Table II. 


Of the 17 patients who were hearing voices when the treat- _ 


ment started, 11 lost their hallucinations, but in two they 
returned. Of the 24 who had clear-cut ideas of reference 
or influence, 11 lost them. Of the 31 who had frank delu- 
sions, 15 lost them or showed considerable diminution in 
delusional ideas. Ten gained fairly good or good insight. 
This group was a most instructive one because the case 
material was so well known to us, the symptomatology so 
clear-cut, and, since no other physical method of treatment 
was used once reserpine therapy started, improvement when 
it occurred could be attributed with reasonable certainty 
to the drug. The statistical details of this group are given 
in Tables II, II, and IV. One patient became depressed. 


TaBLe II.—Response of Patients in Group 2 


Improved | Improved | Total 

Whole group 17 10 11* 38 
Leucotomy .. sis “a 7 6 6 19 
Insulin—E.C.T.—Leucotomy| 4 6° 3 13 

—projected 

leucotomy 7 2 9 

* Includes one case of depression. 

Much improved=Free of all psychotic is, delusions, 
hallucinations, ideas of reference or ~~. thought disorder, affective 


incongruity, or marked blunting; some 
Improved = Better, but with some residwal ‘symptoms, chiefly emotional 
flattening or incongruity. 


TasLe IIIl.—Response of Patients in Group 2 Related to Age at 
Time of Treatment 


Age Improved Total 
Wandunder.. 6 6 4 16 
31-40 4 3 16 
4i plus... és 2 4° 6 

Average age, 35-5 years. Range, 18-52 years. 
* Includes one case of depression. 
Taste IV.—Response of Patients in Group 2 Related to Duration 
of Symptoms 
Duration of Much No Improve- 
IlIness | Improved ment Total 

Less than 5 years 5 4 2 11 
years 11 6 a 21 

More than 10 years 1 -- s* 6 


Average age, 7-5 years. Range, 2-29 years. 
* Includes one case of depression. 


Group 3. Chronic Untreated Schizophrenia of 
Insidious Onset 


The third group of cases also could act to some extent as 
their own controls. The group consisted of recent admis- 
sions who were regarded as unsuitable for insulin treatment 


by reason of long history, insidious onset, or lack of florid 
features. It comprised 17 patients (14 male, 3 female), 16 
of whom had never been in hospital before, and none had 
been ill for less than two years. One had been in hospital 
for 22 years but had never been treated by any of the 
physical methods because permission was refused by rela- 
tives. 

In this group the average age was 29.4 years, ranging 
from 17 to 56 years. The length of illness ranged from 
2 to 22 years, with an average of 6 years. 

Five of the group had been given electroplexy since 
admission to hospital. In such chronic cases this was not 
given in the hope of any long-term benefit, but in order 
to obtain initial sedation or co-operation. Five patients had 
auditory hallucinations and nine had persecutory delusions. 
Nine showed apathy, withdrawal, lack of initiative, and 
marked affective blunting. Six cases might be termed 
“ simple schizophrenia.” 

The dosage and general regime was the same as in 
Group 2, and the criteria used in assessing results were 
also the same. Nine patients were regarded as mucha 
improved and six as improved. Twelve have been dis- 
charged, and nine are known to be back at work. Details 
are given in Table V. 


TasLe V.—Response of Patients in Group 3 


Much Not 
Improved | Improved | improved Total 


Whole group... 9 | 6 2* 17 


“* Much improved ” and as defined in Table II. 
* Includes one case of depression 


The results here are in some respects more unexpected 
than those in group 2, because the symptomatology was less 
florid, the pre-morbid personalities were less good, and the 
onset was more insidious. Although none had been 
thoroughly treated by the physical therapies, they had all 
been rated as unlikely to respond to these methods when 
reviewed by the staff at case conferences. 


Group 4. Acute Schizo-affective Psychosis 


The fourth group in this series were diagnosed as suffering 
from schizo-affective psychosis. It consisted of 21 patients 
(7 male, 14 female) who presented predominantly manic 
(7 cases) or depressive (14 cases) features. In addition, all 
cases showed some schizophrenic features such as auditory 
hallucinations or paranoid delusions. Seven depressed and 
five manic patients had had previous psychotic episodes. 
They had achieved a good remission of their symptoms, 
either with electroplexy (7) or electroplexy combined with 
insulin coma therapy (5). All but one had been treated in 
St. Patrick’s Hospital. All the patients in this group were 
thought to have a good prognosis for the present episode. 
With two exceptions, patients were given reserpine because 
the expected remission did not follow one or more courses 
of electroplexy—the patient either did not improve or re- 
lapsed within a few weeks of treatment. All had been ill 
for less fhan one year. The average age was 39 years 
(range 18-61 years). 

The two patients who went straight on reserpine therapy 
were recent admissions, but both had had previous epi- 
sodes, one having achieved a remission following electro- 
plexy and insulin, and the other having achieved a remission 
on reserpine given a year previously in an American hos- 
pital. Both these patients improved with reserpine alone, 
and they are both out of hospital and back at their 
work, 

Because the illnesses reported in this group were of much 
shorter duration, a more rigid standard of assessment was 
used. The term “recovered” was again discarded, in view 
of the lack of follow-up period. Cases were classified as 
much improved only if free of all psychotic symptoms and 
if their pre-psychotic personality had been restored as judged 
by clinical observation. Cases regarded as improved were 
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better but had some residual symptoms or personality 


defects. The results are shown in Table VI. 
Taste VI.—Response of Patients in Group 4 
Much mprov 
Improved Improved (All Total 
Depressed) 
Depressed 5 8 14 
Manic ee ae 5 1 I 7 


Much improved=Free of all psychotic symptoms; pre-psychotic per- 


sonality restored. 
Improved = Better, but with some residual symptoms. 


It is instructive to note that the incidence of depression 
was much higher in this group. This observation, if con- 
firmed in larger series, would seem to indicate that this 
serious complication may occur chiefly, if not entirely, in 
those constitutionally predisposed to endogenous depression. 


Group 5. Acute Schizophrenia 


The last group under review consisted of 21 acute schizo- 
phrenics (5 male, 16 female). All had a history of under 
one year. Patients with marked manic or depressive 
features, and who might thus be regarded as suffering from 
a schizo-affective psychosis, were excluded. 
active process symptoms. All had been ill for less than 
one year. Average age was 30 years (range 19-52 years). 

In general the immediate prognosis in this group was 
regarded as very good. Six of the group had suffered from 
previous schizophrenic episodes (one or more). Five of 
them had remitted following insulin coma therapy, and one 
following electroplexy. Five other patients had recently 
completed full courses of insulin coma therapy without sus- 
tained improvement. In two cases a course of insulin treat- 
ment had been stopped—one because of hypersensitivity 
to insulin, and one because of her violent behaviour during 
sopor. Three were not given insulin because of a history 
of pulmonary tuberculosis, and one because she was con- 
sidered too old. The remaining five patients were given 
reserpine as a first choice. 

All patients in this group had been given a course of 
electroplexy on admission to hospital to control acute symp- 
toms. They were given reserpine only when clear-cut 
schizophrenic symptoms persisted after electroplexy. 


Taste VII.—Response of Patients in Group 5 


Much Not 
Improved Improved | Improved | Depressed Total 


“ Much improved ” and “ improved ” as for Table VI. 


The results were assessed by the same criteria as in graup 4 
and are shown in Table VII. The average duration of 
treatment in this group was 80 days. On the completion 
of treatment, 18 of the 21 patients were regarded as much 
improved and 3 as improved. Twenty of these patients 
have been discharged from hospital, and 15 are known to 
be back at their former occupations. 

Since December 31, 1955, when the table was drawn up, 
two patients placed in the much improved group have been 
readmitted—one was brought back by her relatives in a 
state of deep depression, the other was noted to be rather 
depressed on a routine follow-up visit and was readmitted 
for observation. There has been no return of schizophrenic 
symptoms in either case. 


Discussion 

The results we have had are encouraging and justify the 

continued use of the treatment. Not only have some schizo- 

phrenics with all the characteristics associated with chronicity 

lost their process symptoms, but in many cases they have 
gained a surprising degree of insight. 


All showed 


A woman civil servant aged 35 was referred for inefficiency 
and absenteeism in 1952. She had the delusion that she was 
hypnotized by a strange man whom she had met some years 
previously, and his voice dominated her life. In 1952 a full 
course of insulin coma therapy (60 comas) made her less with- 
drawn and more sociable. She never lost her hallucination or 
gained insight. She has been seen by one of us (J. N. P. M.) 
periodically as an out-patient since then, but the picture has 
remained unchanged. In October, 1955, she was given a last 
chance by her employers and told that if she was late or absent 
again she would be dismissed from the service. She was re- 
admitted to hospital and started on intensive reserpine therapy. 
After 10 weeks she spontaneously said in a shamefaced way— 
“ Whether it is a good thing or not, at last I believe you when 
you say I am mentally ill.” ‘‘ Thank goodness the voice goes 
away sometimes—do you think I can get rid of it altogether ? ” 

In this type of case the drug does not merely act as a 
sedative. Sometimes the psychotic process remits after 
reserpine therapy. Such a remission of symptoms occurred 
in a convincing number of cases. It occurred to patients, 
such as those in group 2, who had resisted other standard 
treatments, and in a regime unchanged except for the addi- 
tion of the drug. We can offer no explanation of how 
this remission is achieved, but we would suggest that the 
drug has a central effect on schizophrenic patients, These 
become less influenced by their delusions and hallucinations. 
Fresh delusions and hallucinations cease to form. They 
can view their symptoms more objectively, and psycho- 
therapy can play a part in bringing them into true perspec- 
tive. They are more able to take interest in their surround- 
ings, and active rehabilitation therapy is more likely to be 
successful. 

Enthusiasm for a treatment in psychiatry always has a 
favourable influence on the patient. This factor plays much 
less a part when one has been dealing with psychotics, as 
we have in this study. Lavish enthusiasm and a placebo 
could not have produced the changes, often striking, which 
are reflected in our results. This is particularly true of 
patients in group 2 who were resistant to all other forms 
of treatment. The fact that this drug will in some patients 
produce a typical endogenous depression indicates that it 
has an action on some centre of fundamental importance in 
the development of mental illness. The associated effects 
on the pulse, blood pressure, and pupil, with the production 
of Parkinsonism, suggest that this may be in the region of 
the hypothalamus and basal ganglia. Experimental work 
tends to confirm this (Plummer et al., 1954 ; Winsor, 1954). 

A most impressive feature of the use of the drug is the 
quality of the remission. Insight into their morbid ideas, 
friendliness towards staff and fellow-patients, and a healthy 
interest in occupational and social activities is a usual rather 
than exceptional result of the treatment. This insight is 
reflected in the readiness with which patients agree to report 
for follow-up talks after leaving hospital. Appointments 
have been kept punctifiously, even though in some cases it 
meant along journey by train or car. Liberal parole was 
granted as soon as improvement began and when side-effects 
permitted, and only a few have not returned to hospital. 

Besides using the drug in the intensive way described in 
this series, we have given smaller oral dosage to a number 
of chronic schizophrenics. We are not reporting in a 
detailed way on these cases here. A number of well- 
preserved chronic hospital patients, as well as a number of 
ex-patients who attend our out-patient department for 
general advice and supervision, have benefited greatly by 
small doses of the drug—for example, from 1-4 mg. daily. 
A few have improved dramatically. Some have been able 
to remain out of hospital when otherwise admission seemed 
inevitable. 

Another problem for the future, therefore, is to decide 
whether or not the large doses prescribed by Kline and 
Stanley (1955) and Barsa and Kline (1955), and followed 
in this work, are necessary. Our present impression is that 
where an active progressive schizophrenic process is present 
the intensive dosage may be necessary. It seems, too, that 
length of history may be an important factor in deciding 
both the length and the intensity of the treatment required. 
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For example, the average length of treatment in the acute 
group was 80 days, whereas in the chronic treated group 
it was 195 days. 

Apart from the treatment of schizophrenia, we have used 
reserpine in a number of other psychiatric conditions. In 
general the results have not been so dramatic. Patients 
with endogenous depression are not improved (and may 
be made worse). We noted in the early stages of this 
trial (before we became aware of the danger of depression 
as a side-effect) that some patients who were restless, un- 
settled, and discontented after a course of electroplexy did 
become more settled on 1-3 mg. daily. It seems wiser, 
however, never to use the drug in cases of endogenous 
depression or in those with a past history of depression. 
Cases of anxiety neurosis were given the drug mainly by 
mouth on an out-patient basis. Rarely do they get any 
immediate subjective relief of their symptoms, and many 
are put off by the side-effects, such as nasal stuffiness or 
drowsiness, and stop the drug. Patients with chronic anxiety 
states who are underweight seem most helped by the drug. 
They may put on weight, and this is accompanied by a 
feeling of well-being and reduction in ‘tension rather similar 
to the improvement one gets with modified insulin. Classical 
cases of anorexia nervosa appear to respond very well to 
the drug. Seven patients who showed the characteristic 
mixture of hysterical and obsessional traits in their person- 
alities, with anorexia, amenorrhoea, emaciation, and rest- 
lessness, lost their symptoms and put on weight. Details of 
this group will be published elsewhere. 

Apart from the statistical results given in the tables and 
mentioned in the text, the introduction of reserpine treat- 
ment has greatly changed the character of the hospital. 
Negativistic or impulsive behaviour has been much dimin- 
ished, and the general morale of the wards has been 
correspondingly improved. Maintenance electroplexy is 
now seldom used. 

Although patients do not like the treatment because 
of the irritating side-effects and the numerous injections 
involved, little difficulty is experienced in encouraging 
them to carry on with it. It does not arouse the fear and 
antagonism sometimes evoked by electroplexy and insulin 
treatment. 

The restlessness induced by reserpine must be helped not 

only by sedation but by organized activity. Many more 
patients than formerly are well enough to take an active 
part in occupational, recreational, and social therapy. 
Classes of all kinds have had to be greatly increased. 
Physical training classes, relaxation classes, and organized 
games are particularly helpful in combating reserpine- 
induced restlessness. In the same way, outdoor work parties, 
digging, cutting grass, sawing logs, etc., are beneficial and 
mostly welcome activities, except where the patient is 
heavily under the influence of the drug. 
* With awakening insight, patients are in particular need 
of psychotherapeutic interviews, and the work of the medical 
staff in this respect has been greatly increased by the treat- 
ment. The fact that memory is not disturbed makes ex- 
planation and reassurance more rewarding as well as more 
necessary. Although we have not used group therapy in 
any formal way, it seems probable that, in future, only by 
this means can the medical staff cope adequately with the 
patient’s needs. 

It must be stressed that the results given here are the 
immediate results. Few cases have been in a state of remis- 
sion for more than six months. We have satisfied ourselves 

/that. the drug can favourably influence a schizophrenic 
process, at least temporarily. Only a long-term follow-up 
can decide the drug’s eventual place in the treatment of 


schizophrenia. 
Summary 
Reserpine given orally may benefit deteriorated 
chronic hospitalized schizophrenics with troublesome 


symptoms. 


Chronic schizophrenics who have failed to achieve a 
sustained remission following E.C.T., insulin coma, or 
leucotomy may improve remarkably with intensive 
reserpine therapy. Asa result of our experience we 
have made it a rule that no schizophrenic should be 
leucotomized without first having prolonged trial on 
reserpine. 

Patients with schizophrenia of insidious onset but 
without florid symptoms or gross personality deteriora- 
tion may respond favourably to intensive reserpine 
therapy. It is probably necessary to continue on an oral 
maintenance dose for a prolonged period. 

Immediate results of reserpine therapy in acute schizo- 
phrenics are impressive. Observation over a prolonged 
period alone can determine whether in these early cases 
it is a better therapeutic agent than insulin coma therapy. 

Severe depression of the endogenous type with 
characteristic early morning waking and suicidal pre- 
occupation is the most serious complication of the trea® 
ment. The incidence of this complication was greatest 
in the schizo-affective type of psychosis. A past history 
of endogenous depression is a contraindication to the 
use of the drug. 

Some chronic schizophrenics improve on oral dosage 
only. Intensive and prolonged treatment seems neces- 
sary in most cases of progressive schizophrenia. 

Some patients with chronic anxiety states, especially if 
underweight, may benefit from oral reserpine. The 
results in most cases are not so dramatic as in schizo- 
phrenia. 

Most patients on reserpine eat better and put on 
weight. Cases of anorexia nervosa may improve rapidly 
on the drug. 

The extensive use of reserpine alters the character of 
a psychiatric unit considerably. Negativistic, aggressive 
behaviour is greatly diminished. Patients can enjoy more 


. freedom and take a more active part in the hospital 


routine. It places an increased demand on hospital staff 
for individual psychotherapy. 


We are indebted to Ciba Laboratories Ltd. for liberal supplies 
of reserpine in the form of “serpasil”’ and for supplies of 
“ antistin-privine.”’ 

ADDENDUM 


A follow-up of the 109 cases described above was under- 
taken from November 1, 1956. About half of these patients 
were interviewed either by one of us or by other members 
of the medical staff of St, Patrick’s Hospital. Information 
about the remainder was obtained by letter from the 
patients, their relatives, or their family doctor. The results 
for groups 1 to 5 are shown in Tables Ia, Ila, Ila, and IVa. 
The assessment criteria are the same as in the main paper. 


Taste Ia.—Response of Patients of Group 2—Chronic Treated 


Schizophrenia 
Improved | No | Untraced | Total 
16* 2 | 19 1 38 


* One relapsed and was given a second course of reserpine. 


Taste Ila.—Response of Pasients of Group 3—Chronic Untreated 
Schizophrenia of Insidious Onset 


mo | Improved ae Untraced | Total 
9 4° | 2 2 17 


* Three relapsed and were given a second course of reserpine. 
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Taste Illa.—Response of Patients in Group 4—Schizo-affective 


Psychosis 
Case Type Improved Untraced Total 
P or Relapsed 
Depressed .. 2 [ 0 i 1 14 
Manic s* 0 2 _— 7 


* One relapsed and was given a second course of reserpine. 


Taste [Va.—Response of Patients of Group 5—Acute 


Schizophrenia 
Much Improved Relapsed Untraced Total 
Improved P 


* One relapsed and was given a further course of reserpine. 


It will be seen that the results confirm in a general way 
the trends of the initial assessment and encourage us to 
continue trial of this method of treatment. 

A further year’s experience suggests that smaller doses 
may give similar results with less distressing side-effects. At 
present an intramuscular dosage of 10 mg. daily is the 
exception rather than the rule. Our usual maximum dosage 
is 3 mg. orally and 5 mg. intramuscularly daily. 

We hope ‘o publish a further paper on a larger series 
with a detailed analysis of the factors influencing good or 
bad response, the relapse rate, and the incidence of de- 


pression. 
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IDIOPATHIC OR HYPERCATABOLIC 
HYPOPROTEINAEMIA 
CASE EXAMINED BY "!I-LABELLED ALBUMIN 
BY 


MICHAEL SCHWARTZ, M.D. 
Physician, Bispebjerg Hospital, Copenhagen 


AND 


BAGGER THOMSEN, Cand. Med. 
Physician, Silkeborg County Hospital, Silkeborg, Denmark 


Hypoproteinaemia is not an uncommon clinical finding, 
and is nearly always caused by an external loss of 
protein—for example, proteinuria, skin disease, bleed- 
ing—or a reduced protein synthesis (hepatic or intestinal 
disease, starvation, etc.). 

In a few exceptional cases such low serum protein has 
been entirely inexplicable—idiopathic. A critical review 
of the literature shows that the reported cases which 
can be designated idiopathic hypoproteinaemia do not 
amount to more than 25.' ? 4 *-18 21 22 Despite this small 
number of cases the syndrome appears to be well 
defined. 

The main sign of this disease is oedema formation 
caused by and varying with the hypoproteinaemia, which. 
(nearly) always affects the albumin and globulin frac- 
tions equally. In most instances the disease has persisted 
for months and often for years. Practically all the 
reported cases of idiopathic hypoproteinaemia have been 
particularly well studied. In addition to the low serum 


protein some of them have exhibited eosinophilia (4 out 
of 10 cases so examined) and several have been allergic, 
but all other tests have failed to show abnormalities. 

Attempts at raising the serum protein level by oral 
administration of protein in large amounts have proved 
ineffective, although a highly positive nitrogen balance 
may be obtained thereby.’ 

Most authors have merely concluded that in idiopathic 
hypoproteinaemia protein synthesis is impaired. It has 
been suggested that this reduced protein synthesis is due 
to hepatic disease, but what kind of hepatic disease is 
not quite clear, as no patient with genuine idiopathic 
hypoproteinaemia has shown other signs of hepatic in- 


volvement. 
The Degradation Theory 

As no external loss of protein can be demonstrated 
and as there is no obvious cause why the production of 
protein should be reduced, the reason for the low serum 
protein might theoretically be imagined to be an internal 
loss—an increased degradation of protein. 

Only a few authors have dwelt on this idea. As early 
as 1935, however Cope and Goadby’ stated: “The 
possibility that unduly rapid breakdown of plasma 
protein was occurring could not be excluded, but was 
considered to be improbable.” 

In recent years, however, reports on four patients 
with idiopathic hyproproteinaemia indicate that in these 
patients there has been a question of increased break- 
down of protein. In 1949 Albright, Bartter, and Forbes' 
(1 patient) and in 1955 Hennemann and Albright"! (2 
patients) studied the fate of intravenously administered 
albumin. These extremely difficult and painstaking 
investigations will not be described in detail here : suffice 
it to mention that during the experiment the patients 
received 52 g. of serum albumin intravenously every day 
for more than two weeks. 

The results of these balance experiments unequi- 
vocally showed that, compared with normal persons, 
the patients retained only a small proportion of the 
administered albumin during the experimental period, 
whereas an excessive amount must have been burned or 
converted into protoplasm. These authors conclude’ 
that “the disorder in albumin metabolism was not a 
decreased rate of synthesis, but an increased rate of 
destruction.” 

Kinsell et al.’* studied the fate of intravenously 
administered *°S-labelled methionine in some patients, 
including one with idiopathic hypoproteinaemia. This 
study also failed to show any signs of reduced plasma 
protein synthesis—rather the opposite. The rate at 
which *°§ disappeared from plasma protein by far 
exceeded that in normal people. Similarly, the urinary 
excretion of *°S was increased compared with normal 
persons. Kinsell ef al. sum up that “the basic defect is 
one of hypercatabolism.” 

Against the studies of Albright et al. it may be 
objected that intravenous administration of 50 g. of 
albumin daily for 16 days is rather an unphysiological 
procedure, and against the technique of Kinsell ef al. 
that it may be difficult to assess the results of experi- 
ments with labelled amino-acids because of the possi- 
bility of their re-utilization. As patients with idiopathic 
hypoproteinaemia present special possibilities of eluci- 
dating the largely unknown mechanism which regulates 
serum proteins, it seemed to us of great interest to study 
the serum protein turnover, using directly labelled 
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protein. By this method only a few milligrams of 
protein are administered, and re-utilization is of no 
importance. 

Such a study was carried out in the case reported 
below. 

Case Report ‘ 

A 25-year-old woman was first admitted to the Central 
Hospital, Silkeborg, on June 13, 1955, because of oedema of 
the legs. Her family history was negative. She had possibly 
had “jaundice” in childhood, but was otherwise in good 
health. Menstruation was normal. From the age of 17 she 
had been suffering from. swelling of the ankles and lower 
legs, gradually ascending toé the knees. The swelling had 
been most pronounced in the right foot and lower leg, but 
during recent years it had also involved the left hand.’ 
Facial oedema had never been observed Apart from these 
swellings, there were no complaints. At another hospital 
the serum protein level was found to be 5.5% (albumin 3.7%, 
globulin 1.8%), when she was 20 years of age. At 22 she 
was treated in a surgical department for crural oedema by 
paste bandage. Phlebography as well as oscillometry 
showed normal findings. 

The patient had spent a total of 113 days at the Central 
Hospital, Silkeborg, during which the condition had remained 
entirely unchanged, characterized by moderate but persistent 
oedema of the feet and lower legs. Upon bed rest they 
subsided slightly. Apart from the oedema nothing abnormal 
was found : development and nutrition were normal. Radio- 
logical examination of the stomach and small intestine 
gave normal findings. Chest radiography and E.C.G. were 
normal. X-ray films of sella turcica: small, measuring 10 
by 7 mm. Ophthalmological examination normal. 

Laboratory Tests—Height, 154 cm.; weight, 48.9 kg. 
Haemoglobin, 90% ; R.B.C., 4,560,000 ; colour index, 0.96 ; 
E.S.R., 1 and 2 mm./hour; W.B.C., 8,690 (staff cells 17%, 
polymorphonuclears 59%, eosinophils 8%, lymphocytes 13%, 
monocytes 3%). Sternal marrow : slight eosinophilia, no other 
definite abnormality. Urine: no albumin (several tests) or 
sugar. Blood urea : 20, 28, and 18 mg. per 100 ml. ; blood urea 
clearance, 75% of normal. Serum bicarbonate, 27.6 mEq ; 
serum chloride, 105-102 mEq; serum phosphorus, 6.6- 


3.8 mg. per 100 ml. ; serum calcium, 9.3-8.6 mg. per 100 ml. ; 


serum potassium, 16.7 mg. per 100 ml. ; serum cholesterol, 
122, 105, and 180 mg. per 100 nil.; total lipid in serum, 
690 mg. per 100 ml.; alkaline phosphatases in serum, 2.5 
units (Buch). Icterus index, 3. The bromsulphthalein, thy- 
mol turbidity, and Takata—Ara tests were negative. Faeces : 
No blood; excretion of fat normal. Adrenal cortical 
hormones in urine: 24-hour excretion of 17-ketosteroids, 
6.2 mg.; reducing corticoids, 1.07 mg. (normal). Thorn’s 
test with adrenaline, 50% decrease in eosinophils, with 
corticotrophin 25%, decrease (?). Skin tests with various 
allergens, all negative. Histamine test meal, free acid present. 
Glucose tolerance, normal curve. Serum protein: 4% 
{albumin 2.6%, globulin 1.4%). Paper electrophoresis : total 
protein 4.1% (albumin 53%, alpha: 7.3%, alphaz 13.6%, beta 
13.1%, gamma 13.1%). Fibrinogen 650 mg. per 100 ml. 
(normal 200-400 mg.). Oedema fluid 0.2% (albumin). 

Thus the essential result of the numerous laboratory tests 
was a marked decrease in serum proteins, a decrease which 
affected all fractions equally. ,In addition there was slight 
eosinophilia, whereas no other tests showed definitely 
abnormal values. 

The patient had been tentatively treated with a high- 
protein diet for two weeks, with testosterone for three weeks, 
and with corticotrophin for 18 days without the slightest 
effect. During the observation period the serum protein 
values have remained about 4% and there have been no 
changes in the individual fractions. 


Serum Albumin Turnover 


For this study we used human serum albumin prepared at 
the State Serum Institute by the method of Cohn (more than 


99% pure albumin), and labelled with *"'I by the method of 
Veall et al.** The finished iodinated albumin contains 5 
atoms of iodine per molecule of protein ; upon paper electro- 
phoresis it is indistinguishable from non-iodinated albumin. 
The non-protein-bound radioactivity was <0.5%. Studies 
of the albumin turnover by **'I-labelled albumin have been 
described on several occasions.**® The rationale of this 
method is that the labelled albumin will be dealt with by 
the organism just as its own albumin. When the labelled 
albumin has mixed with the subject’s native albumin the 
plasma radioactivity will act as an indicator of the albumin’s 
rate of degradation, which will also be reflected by the 
urinary excretion of.**'I. 

Since the turnover rate of iodine-labelled proteins is more 
rapid than that of biologically labelled proteins, and since 
it may also vary within certain limits, presumably because, 
in spite of everything, proteins change slightly during iodina- 
tion, the determination is relative rather than absolute. Each 
batch of labelled protein must therefore be tested on a num- 
ber of normal persons in addition to the patients being 
investigated. 

In our study the albumin turnover was determined fn 
three normal persons as well as the hypoproteinaemic 
patient. All four subjects were hospitalized, given ordinary 
diet, and permitted moderate activity. In order to secure 
a rapid excretion of iodine and inhibit thyroid uptake 
of "I, we administered a 3% solution of potassium iodide, 
30 g. daily. 

The labelled albumin was injected intravenously (30 mg. 
of albumin with an amount of radioactivity of about 90 
microcuries), and heparinized blood samples were drawn 
every day or every other day for more than two weeks, the 
first sample being obtained 10 minutes after the injection. 
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Fic. 1.—Plasma disappearance curve of '*'I-labelled albumin in 
two normal subjects. 
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Fic. 2.—Plasma curve of ***I-labelled albumin in 
patient with idiopathic hypopr« 
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The plasma radioactivity was determined on 0.4-ml. 
samples dried in aluminium dishes and counted with a 
Geiger counter and a Briiel and Kjer scaler. No correction 
was made for self-absorption (all specimens from the same 
subject were of the same weight). 

The measurements of radioactivity (counts per minute) 
were corrected for decay if necessary, and converted to per- 
centages of the 10-minute sample, which was also used to 
determine the plasma volume. 

Fig. 1 gives the disappearance curve for the labelled albu- 
min in a semilogarithmic scale for two of the three normal 
subjects, and Fig. 2 for the patient with idiopathic hypo- 
proteinaemia. The curve consists of two parts: a curved 
portion extending over the first five to six days, correspond- 
ing to the mixing of the labelled albumin with the native 
albumin—that is, the “ albumin phase "—and a straight line 
representing the degradation of the injected iodinated albu- 
min (or the rate at which labelled albumin is replaced by 
unlabelled albumin). 

The slope of the straight line indicates the rate of albumin 
turnover—the steeper the curve the quicker the turnover. 
The half-time (7) of the administered albumin may be deter- 
mined graphically as seen from the figures, and frém the 
equation representing exponential decay the decay constant 
(A) may be calculated. 

On the basis of the values shown on the curve and the 
serum albumin percentage it is now easy to compute the 
total amount of albumin in the body as well as its distribu- 
tion into intravascular and extravascular sites (cf., for 
example, Sterling'’). 

The Table sets out these values for the three normal sub- 
jects and for the patient with idiopathic hypoproteinaemia. 


8']-labelled 


Data Pertaining to Distribution and Degradation o [ 
Patient with 


Serum Albumin in Three Normal Persons anc 
Idiopathic Hypoproteinaemia 


Persons Studied 
Normal Idiopathic 
Hypo- 
M. F. F proteinaemia 
(years) .. 26 40 47 25 
eight (kg.) oe 83 70 53 50 
Plasma volume (ml. 3,970 3,460 2,780 2,200 
Serum protein (% 71 7-4 68 43 
albumin (% 5-47 5-03 4-50 3-01 
Total albumin 
(g.) ; 440 407 308 190 
Intravascular albumin (g.) . 217 174 125 65 
Extravascular ,, 223 233 183 125 
Albumin turnover haif-time 
(T/2) in days 21-3 22:7 23-9 72 
Albumin degradation % — 3-26 3-06 2-90 9-64 
” 14:3 12-4 8-94 18-3 
g.feon kg. 0-172 0-177 0-169 0-366 
Total renal of in- 
dose in first ot 
ys following injection 
labelled albumin .. 50% 91-9% 


The result of the study is unequivocal. The patient with 
idiopathic hypoproteinaemia has a greatly increased albumin 
turnover. In our case the degradation rate for albumin was 
more than three times that in the normal subjects. Despite 
the greatly reduced amount of protein at her disposal the 
patient with idiopathic hypoproteinaemia degraded and 
synthesized over twice the amount of albumin per kilogram 
of body weight formed by normal persons. That the albu- 
min is not merely removed, but also broken down, is shown 
from the fact that in our patient the renal excretion of iodine 
was about twice that in the normal subjects. 


Discussion 


The result—that idiopathic hypoproteinaemia is associated 
with marked protein catabolism—is in keeping with previous 
findings by Albright et al. as well as by Kinsell et al. The 
technique used by us cannot in any way affect the albumin 
metabolism as such. Only 30 mg. of albumin is adminis- 
tered, and the label substance (""'I) is not re-utilized, but 


excreted. The entire picture reminds one of that found by 
the same technique in nephrotic patients, apart from the 
fact that in the latter the lost protein is recovered in the 
urine.’ The old designation of idiopathic hypoproteinaemia 
“nephrosis without nephrosis” is in fact not out of place, 
although a linguistic monstrosity. 

Now, three different methods of studying the protein 
turnover in a total of five patients with the rare disease 
idiopathic hypoproteinaemia have given the same result. It 
seems reasonable, therefore, to postulate that it is increased 
protein catabolism and not reduced synthesis which is the 
basal defect in all cases of this disease. A better name 
would therefore perhaps be “hypercatabolic hypoprotein- 
aemia.” Still, this result does not solve the mystery of idio- 
pathic hypoproteinaemia, but it must alter the approach of 
future studies. The mechanism which regulates the protein 
concentration of the blood is largely obscure. Perhaps the 
hormones of the adrenal cortex are operative, but we do 
not know how such regulation is effected. Messinger’s'® 
patient was apparently cured after having become pregnant, 
and Messinger interpreted this as a sign that the disease was 
due to temporary disturbance of anterior pituitary function 
(the -patient had previously suffered from mild thyro- 
toxicosis). 

A defect in the regulation of, at any rate, serum albumin 
may be seen from the fact that serum albumin remains low 
in these patients. 

Balance at a low but not at a high albumin level must be 
interpreted on the supposition that the albumin level per se 
influences the catabolism, which must fall with a decreasing 
albumin concentration, or—presupposing a uniformly high 
albumin degradation regardless of the albumin concentra- 
tion—that albumin synthesis increases with decreasing albu- 
min concentration. 

It is of particular interest that among the proteins of the 
body the plasma proteins appear to be affected selectively 
by the rapid degradation. The haemoglobin turnover, for 
instance, appears to take place at the usual rate, and experi- 
ence from paediatric practice does not indicate a reduced 
rate of growth in children with idiopathic hypoproteinaemia. 
It must be mentioned also that these patients may well 
acquire a positive nitrogen balance. This would be difficult 
to explain if the protein catabolism in all tissues were 
increased to several times the normal. 

Serum-protein hypercatabolism may remind one to a 
certain extent of the conditions in haemolytic anaemia, and 
this raises the question of how much serum protein the 
organism can produce. The present experiments determined 
only the albumin turnover. Kinsell ef al. determined the 
total plasma protein turnover, so it is not yet known whether 
the rate of globulin turnover is increased as well. Since 
the present method utilizing **'I-labelled albumin must be 
presumed to afford a relative rather than an absolute 
measure of the albumin turnover rate, this question must 
await investigations using biologically labelled proteins. 


Summary 


Until recently it was believed that the low serum 
protein level in the rare disease idiopathic hypoprotein- 
aemia was due to reduced protein synthesis. 

Recent studies comprising a total of four patients 
indicate, however, that the basic defect is one of hyper- 
catabolism. 

A typical case of idiopathic hypoproteinaemia of eight 
years’ duration is reported. In this patient, too, a study 
of the albumin turnover with '*"I-labelled serum albumin 
showed a greatly increased catabolism of albumin. We 
therefore suggest that the disease be called hypercata- 
bolic hypoproteinaemia. 


The investigation was aided by a grant from Statens Videnskabs- 
fond, University of Copenhagen. 
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It has been noted that all preparations of penicillin, 
when given by mouth, are unstable in the acid medium 
of the stomach and are poorly absorbed from the gastro- 
intestinal tract. Oral penicillin therapy has thus been 
of value only in children, in whom the gastric acidity 
is lower (Cathie and MacFarlane, 1953). 

In 1940 it was established that by the addition of 
various chemicals to the medium in which the mould 
was grown a variety of penicillins could be obtained, 
differing widely in their physical and antibacterial pro- 
perties. Behrens et al. (1948), by using N-(2-hydroxy- 
ethyl)-phenoxyacetamide as the precursor substance, 
isolated phenoxymethyl penicillin. However, the in vitro 
effect of this differed only slightly from that of peni- 
cillin G, and it was not until Brandl et al. (1953) demon- 
strated its acid stability that its use as an oral penicillin 
was realized. Several articles appeared on the Con- 
tinent confirming its value (Giovannini, 1954; Sjoberg 
et al., 1955; Spitzy, 1955), and the preparation was 
marketed under the name of “distaquaine V.” The 
yecent work in America (Jones and Finland, 1955; 
Martin ef al., 1955; Wright et al., 1955) has been the 
subject of two leading articles (B.M.J., 1956; Lancet, 
1956), and we have already reported a preliminary survey 
ofthe serum levels obtainable (Henry and Meynell, 
1956). Most papers have demonstrated that adequate 
and reliable absorption can be obtained with dist- 
aquaine V, but comparison is usually made with oral 
crystalline penicillin G. The latter is known to be 


inadequately absorbed, the amount recoverable in the 
urine being in the region of 12% (Wright et al., 1955). 
It was thus felt that injected penicillin would give a 
better basis for comparison. 

The object of this paper is to compare the serum 
levels and urinary excretion rates obtained with phen- 
oxymethyl penicillin (distaquaine V) and benzathine 
penicillin (“ penidural”) given orally, with crystalline 
penicillin G, and procaine penicillin (“ avioprocil ”) 
given by intramuscular injection. In addition, the accur- 
acy of the two standard methods of assay has been 
compared—the serial broth dilution method using 
Staphylococcus aureus (Oxford strain) and the plate 
method using Sarcina lutea. 


Method 


Six subjects were given 200,000 units of each preparation 
in turn, and thus acted as their own controls. The dose was 
given before meals and blood withdrawn at 4, 1, 2, 3, and 
4 hours, except in the case of procaine penicillin, when thes 
intervals were 4, 1, 2, 6, and 24 hours. 

The bladder was emptied before the administration of the 
penicillin, and thereafter a 24-hour specimen of urine ‘was 
collected ; the volume was measured and an aliquot retained 
for assay. Serum levels were estimated on the same day by 
both methods, but in the case of the urine assays the Staph. 
aureus method was found to be unsuitable and the Sarcina 
lutea method only was used. 

Staph. Aureus Method.—Serial dilutions of the serum are 

made in 1% glucose broth, containing Andrade’s indi- 
cator, and to each tube is added one drop of an overnight 
culture of the Oxford strain of Staph. aureus (sensitive to 
0.02 unit of penicillin per ml.). Readings are taken after 
18 hours’ incubation at 37° C. and the end-point is read 
according to colour change in the medium and visible 
growth, both being compared with a control estimation, 
using normal serum containing a known amount of penicillin. 
The end-point is sometimes difficult to judge, and it may be 
necessary to subculture the tubes on to a solid medium. 
_ Sarcina Lutea Method.—Two media are used—a “ base ” 
layer with a “flood” layer superimposed. The base layer 
is made up of 1.5 g. of “ lemco,” 3 g. of “ bacto” yeast, 6 g. 
of bacto peptone, and 15 g. of agar, suspended in 1 litre of 
water. 

The flood layer is the same as the base layer with the 
addition of 1 g. of dextrose. The organism used is Sarcina 
lutea CPI—1001 (N.C.T.C. 8340). This is grown on slopes 
of flood layer agar, and after 18 hours’ incubation is washed 
off with normal saline and the opacity is adjusted to that of 
a No. 8 Burroughs Wellcome opacity tube. If a standard 
Petri dish is used, base medium is poured in 10-ml. amounts 
and allowed to set. The flood medium is brought to 50° C. 
and is inoculated with the sarcina suspension, 2 ml. per 
50 ml. of flood layer medium. Immediately after inocu- 
lation 4 ml. amounts of the medium are poured on to each 
plate containing the base medium. The plates are allowed 
to set and four holes punched in each, a No. 5 cork-borer 
being used, although the method is actually independent 
of the size of the hole. 

Assay Procedure 

Three plates are used for each assay. A standard solution 
of penicillin containing 0.1 unit per ml. is prepared, and the 
serum to be assayed is diluted to approximately the same 
strength with pH 7.5 phosphate buffer. Both these solutions 
are then diluted further (usually twice) with buffer, and 
four drops of a given dilution are introduced into the four 


choles on each plate, using a pipette delivering 70 drops 


per ml. 

The plates are incubated at 26° C. for 18 hours, when 
the diameters of the clear areas are measured with a milli- 
metre steel rule, and the average of the readings on the three 
plates is used in the calculation. 
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Calculation 
The concentration of penicillin which diffuses through the 
agar diminishes exponentially with increasing distance from 
the punched hole. Since all four readings are on the same 
plate and are taken at the same time, the size of punched 
hole can be eliminated. 
This leads to a formula of the type: 
=s, R,— r, i(Re— R,) 
(r.—r,)(Re— R)[(Re— 2) +(Ri— 
which, on taking logs, becomes 
However, if }=2 and the diameters are similar, a simpler 
formula may be used, thus: 


| 
r)) 


(Re 


R,- 


where T: is concentration of test solution ; Se is concentra- 
tion of standard solution; A is the dilution ratio used ; 
re is radius of clear area using solution S2; m is radius of 
clear area using diluted solution S2/ ; Re is radius of clear 
area. using solution T2; Ri is radius of clear area using 
diluted solution T2/%. The diameters can be used in place of 
the radii without any alteration in the formula. 


Results 
The serum levels and urinary excretion rates for each 
preparation are given in Tables I-IV. The figures obtained 
with the Sarcina lutea method are given first, the corre- 
sponding levels for the Staph. aureus method being given in 
parentheses. 
Side-effects were not noted in any subject. 


Discussion 
From the tables it is clear that parenteral penicillin is 
well absorbed from the site of injection, whether in the 
crystalline form or as a depot preparation. In the former a 


Taste I.—Crystalline Penicillin G, 200,000 U. (1.M.) 


Serum Penicillin Levels (U./m!.)* 24-hour Urine 
Sub- 
ject Vol. |U./ml.| Total |% Ex- 
jet’ 1 Hr. | 2 Hr. | 3 He. | 4 Hr. (ml.) | Cone. Amount] creted 
. 6-2 4-19 | 0-632 | 0-18 | 0-021 }1,930 | 95 | 183,350 | 91-1 
(5-12) | (2-56) (0-16) |(0-08) 
G.w. 39 2-97 -17 | 0-027/1,125 | 88 99,000 | 49-5 
(5-12) | (2-56) (0-16) |(0-08) 
M.J.M. 39 41 | 0-16 | 0-15 [1,820 | 92 | 167,440 | 83-7 
(5-12) | (2-56) (0-32) | (0-16) (0-16) 
P.J.D. 42 35 | 0-38 15 | 0-04 905 | 208 | 188,240 | 94-1 
(5-12) | (2-56) (0-32) | (0-32) (0-8) 
A.L.T. | 3-9 26 |0-13 | 0-076) 0-021 | 815 | 180 | 146,700 | 73-3 
(5- 12) (1-28) |(0-16) | (0-16) |(0-04) 
B.J.B. 5-7 46 |047 | 0 0-0 1,710 | 88 | 150,480 | 75-2 
12) (2-56) \(0-32) | (0-16) (0-08) 
Average | 4:7 3-63 | 0-41 | 0-16 | 0-042 778 
(5-12) | (2-35) }(0-29) | (0-19) (0-09) 


* Resulis with Sarcina lutea ames are given first. Those with Staph. 
aureus method are given in parentheses 


Taste Il.—Procaine Penicillin, 200,000 U. (1.M.) 


o- Serum Penicillin Levels (U./ml.) 24-hour Urine 
u 
ject’ Hr. | 1 Hr. | 2 Hr. | 6 Hr. | 24 Hr. (an) 

L.H. 0-62 | 0-88 | 0-74 | 0-48 | Nil | 1,620 | 110 | 178,200 | 89-1 
(0-64) | (0-64) | (0-64) | (0-64)/ 

G.W. 0-79 | 0-83 | 0-98 | 0-37 os 1,814 82 66,748 | 33 
(0-32) | (0-64) | (0-64) | ,, 

M.J.M. | 0-5 0-75 | 086 | 0-43] ,, 1400 | 95 | 152,000 | 76 
(0-32) | (0-64) | (0-64) | (0-64)/ ,, 

P.J.D. 0-78 | 1-02 | 0-93 | 0-23 e 730 | 248 | 181,040 | 90 
(0-64) | (0-64) | (0-64) | (0-16); ,, 

A.L.T. | 0-24 | 0-30 | 1-52 | 0-30] ,, 740 | 210 | 155,400 | 77. 
(0-16) | (0-16) | (1-28) | (0-16) ,, 

B.J.B. 0-56 | 0-72 | 0-48 | 0-31 a 820 | 180 [155,800 | 77 
(0-32) | (0-32) | (0-32) | ,, 

Average| 0-58 | 0-75 | 0-92 | 0-35 ,, 73-7 
(0-40) | (0-51) | (0-69) | (0-38) 

See footnote to Table I. 


r,)) ] 


Taste III.—Phenoxymethyl Penicillin, 200,000 Units Orally 


Serum Penicillin Levels (U./m1.) 24-hour Urine 
ject Vol. |Conc.| Total |% Ex- 
4 Hr.| 1 Hr. | 2 Hr. | 3 Hr. | 4 Hr. (mi.) | U./mi.| Amount] creted 
L.H. 0-88 | 4-82 | 0-72 | 0-18 | 0-02 |2,280; 15 34,200 | 17 
(1-28) | (5-12) eo? (0-16) | (0-04) 
G.W. 1-26 | 2-43 | 0-37 | 0-14 | 0-026) 1,500 49 73,500 | 36-5 
(2-56) | (1-28) | (0-32) | (0-16) | (0-08) 
M.J.M 1-8 0-14 | 0-137} 0-19 | 0-147) 1,800 40 72,000 | 36 
(1-28) | (0-32) 4 16) | (0-16) | (0-16) 
P.J.D. Nil | 2-67 | 0-228) 0-14 | Nil | 710] 53 37,630 | 18 
(0-04) | (2-56) © 32) (0-16) | (0-04) 
A.L.T. Nil | 0-24 0-77 | 0-05 |1,100; 55 60,500 | 30 
(0-04) | (0-16) re (0-64) | (0-16) 
B.J.B. 2-6 2-5 0-52 | 0-18 | 0-05 |1,620| 54 87,480 | 43 
(2-56) | (1-28) | (0-32) | (0-08) | (0-04) 
Average} 1-09 | 2-13 | 0-63 | 0-27 | 0-05 30-1 
(1-29) | (1-79) |(O-511)} (0-23) | (0-09) 


See footnote to Table I. 
Taste IV.—Benzathine Penicillin, 200,000 Units Orally 


Se Serum Penicillin Levels (U./ml.) 24-hour Urines 
u 
ject Hr. | 1 Hr. |2Hr.| 3 Hr.|4Hr.| Total Ex 

L.H. 0-06 | 0-1 0-026 | Nil | Nil |1,210| 96 | 11,616 6 
0-08) |(0-16) |(0-08) ” 

G.W. |0-029] Nil | Nil 730 | 27 19,710 | 10 
(0-04) |(0-04) 99 ” 

M.J.M. | 0-13 | 0-18 | 0-052 | 0-013 $1,290 | 11-4 |. 14,706 7 
(0-08) |(0-16) |(0-04) Nil ” 

P.J.D. | 026 | 0-063 | 0-035 pa 720 | 17-1 | 12,312 6 
(O 16) |(0-04) |(0-04) ” 

A.L.T. | 0-045 0-13 | 0-012 720 | 16-2 11,664 6 
(0-08) (0-04) Nil ” 

B.J.B. | 0-21 10-03 | 0-01 820 | 12-6 | 10,332 5 
(0-16) |(0-08) (0-04) | Nil 

Average| 0-12 | 0-11 | 0-026 | 0-004 - 67 
(0-10) |(0-09) \(0-003)} Nil 


See footnote to Table I. 


high level is reached after half an hour, falling below the 
therapeutic concentration of 0.1 unit per ml. after three 
hours ; in the latter the levels are lower, but the effect lasts 
for over six hours. In both, approximately 75% of the 
injected penicillin (in terms of biological activity) can be 
recovered in the urine. 4 

In contrast, oral penicillin is affected by a number of 
variable. factors. These include the gastric acidity, the rate 
of stomach emptying, and the absorptivity of the intestinal 
mucosa. With phenoxymethyl penicillin this was reflected 
by the demonstration of only 30% of the ingested penicillin 
in the urine. The serum levels were correspondingly 
lower, but were still adequate, and remained above the 
therapeutic level (0.1 unit per ml.) for over three hours, 
although the rate of absorption varied in individual subjects. 

With benzathine penicillin the results were much less 
satisfactory. Only 5-10% of the ingested dose was recover- 
able in the urine, and even when a therapeutic level was 
reached this was in no case sustained for over one hour. 
The levels obtained were in no way comparable with those 
of injected penicillin or phenoxymethyl penicillin. 

Note on Methods of Assay.—The method using Sarcina 
lutea is reliable and has an accuracy within 5%, but it 
is laborious to carry out and requires an incubator set 
to 26° C. The Staph. aureus method is much simpler and 
requires no speciai equipment, but, being a serial dilution 
method, has an inherent accuracy of only 50% in that 
the actual concentration of penicillin lies somewhere 
between the end-point tube and the tube containing the 
next highest dilution. In mo case should the level 
obtained with the sarcina method be lower than that 
with the Staph. aureus method. However, on comparing 
the results of both methods, in 44 out of 120 readings the 
Staph. aureus method failed to give levels even within this 
wide range of accuracy, and can thus be discounted as 
a method of assay when the absolute concentration of 
penicillin is to be determined. However, its simplicity 


renders it the method of choice when the sensitivity of an 
infecting organism is known, and assays are carried out 
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to ensure that a certain minimum concentration of penicillin 
is being obtained, the actual level being unimportant 
provided it is above the therapeutic one for the organism 
concerned. 

Owing to the possible contamination of the urine, the 
Staph. aureus method is unsuitable for urine penicillin 
assays and the Sarcina lutea method must be used. 


Summary and Conclusions 

Serum penicillin levels and urine excretion rates were 
measured in six subjects, using two intramuscular and 
two oral preparations of penicillin. The two standard 
methods of assay are described in some detail, and the 
results obtained with both methods are compared. 

The results obtained clearly indicate that oral peni- 
cillin is no substitute for parenteral therapy when con- 
sistently high levels are required. Where oral therapy 
is indicated phenoxymethyl penicillin gives adequate and 
reliable blood levels. Benzathine penicillin appears to 
give disappointing results in adults, and it is probably 
of more value in children. 


The Sarcina lutea assays were performed throughout by Miss 
M. A. Butcher, working under a grant from the Endowment Fund 
of the Birmingham United Hospitals, and we would like to thank 
Messrs. Glaxo Ltd. for instruction and advice in this method. 
Mr. J. P. Henry, M.Sc., for invaluable help with the mathematics, 
and Miss M. N. Ellis for secretarial assistance. Miss B. J. 
Burden, Miss P. J. Dickens, and Mr. A. L, Tapparo kindly acted 
as subjects for the survey. 
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RAPID INTRAVENOUS TRANSFUSIONS 
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Bayliss and Starling (1894) showed that rapid injections 
of crystalloid solutions and blood caused a rise in venous 
pressure in dogs. Previous cord transections at the level 
of T 1 had increased the capacity of their vascular system 
by one-quarter. In 1918 Starling pointed out that trans- 
fusions in anaemic patients caused the heart to behave 
as an overloaded heart-lung preparation, giving further 
rise to an already elevated venous pressure. This 
resulted in a fall of cardiac output and pulmonary 
oedema. Cabot (1926), Ellis and Faulkner (1939), and 
Sharpey-Schafer (1944) found the cardiac silhouette en- 
larged on radiological examination, electrocardiographic 
changes, and increased cardiac weight at necropsy in 


. later the packed cells from 1 pint (570 ml.) of blood. The 


anaemic patients. Sharpey-Schafer and Wallace (1942b) . 
found increased cardiac diastolic size and electro- 
cardiographic changes after transfusions in normal 
patients. In fatal cases necropsy has shown pul- 
monary oedema and cardiac dilatation (Plummer, 1936 : 
Fishberg, 1937; Drummond, 1943). According to 
Riddell (1939) the commonest cause of fatality following 
blood transfusion is circulatory failure secondary to 
overloading. 

This paper is a report on three anaemic children to 
whom 16 very rapid transfusions—35-—50 ml. a minute— 
were given under general anaesthesia. There were no 


ill effects. 
Case Reports 


Case 1.—A boy aged 6, weighing 2 st. 1 Ib. (13.2 kg.) and 
3 ft. 8 in. (112 cm.) in height, with congenital hypoplastic 
anaemia, had a systolic murmur most clearly audible in the 
pulmonary area, and a liver enlarged to three fingerbreadths 
below the right costal margin. By May, i955, he hag 
received a total of 51 transfusions. Initially these consisted 
of 50 ml. of whole blood, but later he was being transfused 
with the packed cells from 1 pint (570 ml.) of blood. These 
earlier infusions were administered under basal. narcosis— 
rectal thiopentone, 1 g. per 50 Ib. (22.5 kg.) body weight— 
given in 20-30 minutes. Splenectomy in March, 1955, 
brought no improvement. Since June, 1955, he has received 
nine rapid transfusions under general anaesthesia, each con- 
sisting of the fresh packed cells from 2 pints (1,140 ml.) of 
blood. Blood-volume estimations were performed on three 
occasions. 
. Case 2.—The patient was a boy aged 7 weighing 3 st. 11 Ib. 
(25 kg.) and 3 ft. 6 in. (107 cm.) in height, with congenital 
hypoplastic anaemia, probably of the Fanconi (1927) type— 
that is, with small head and pigmentation, though this latter 
may have been due to early haemochromatosis. The heart 
and respiratory systems appeared normal, but the liver was 
enlarged to two fingerbreadths below the right costal margin. 
By June, 1955, he had received a total of 93 intravenous 
blood infusions consisting of 50 ml. of whole blood, and 


operation was conducted under basal narcosis—rectal thio- 
pentone, 1 g. per 50 Ib. (22.5 kg.) body weight—and com- 
pleted in 20-30 minutes. Splenectomy in May, 1953, 
produced no improvement. Since June, 1954, six very rapid 
transfusions have been given under general anaesthesia, each 
consisting of the fresh packed cells from 2 pints (1,140 ml.) 
of blood. On three occasions blood-volume estimations 
were performed and venous pressure changes were recorded 
manometrically once. 

Case 3.—A girl aged 4, weighing 2 st: (12.7 kg.) and 
3 ft. 3 in. (99 cm.) in height, had a neuroblastoma of the left 
adrenal gland. The cardiac and respiratory systems were 
normal. She had received two previous slow transfusions 
each consisting of 1 pint (570 ml.) of whole blood. We 
transfused her rapidly once under general anaesthesia with 
1 pint (570 ml.) of whole blood. 


Method 


Each child was given a fat-free diet for 18 hours before 
transfusion. Pentobarbitone sodium, 0.6 gr. per stone (6 mg- 
per kg.), was given one hour before operation, and atropine, 
1/100 gr. (0.65 mg.) hypodermically, half an hour pre- 
operatively. A quiet induction of anaesthesia was achieved 
with nitrous oxide, oxygen (30%), and trichlorethylene, and’ 
maintenance was with nitrous oxide, oxygen (30%), and 
ether. A Dinsdale (1954) respirator was used in order to 
assure minimal resistance to respiration. A. high flow of 
gases was maintained in order to prevent accumulation of 
carbon dioxide. 

The apparatus for transfusion was of a modified scalp 
vein type with Luer-Lock fittings (see Fig.) (Black ef ai., 
1951 ;* Mollison, 1951). The packed cells were usually 
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given into the back of the hand. On one occasion (Case 1) 
the blood was given direct into the internal jugular vein. 
Blood-volume estimations were performed, using 1% 
Evans blue (T.1824)—16 mg. diluted to 10 ml. with distilled 
water. A baseline specimen of blood was collected, after 
which the dye was injected. A second specimen of blood 
was taken after 10 minutes to allow adequate mixing (Gib- 
son and Evans, 1937). The child was then transfused and 
three further blood specimens were taken, preferably from 
the opposite arm at intervals of 7, 15, and 30 minutes. 
plasma volumes were calculated photoelectrically (Haring- 
ton et al., 1940) using a wavelength of 620 and a red filter. 
The average plasma volume at 10 minutes after transfusion 
was obtained by plotting a time/concentration graph. From 


these results and estimations of packed cell volume the total 
blood-volume changes were determined. Blood-volume esti- 
mations were also performed in Cases 1 and 2 without trans- 
fusion, to show that rapid excretion of the Evans blue dye 
via the reticulo-endothelial system and biliary tract (Gibson 
and Gregersen, 1935) occurred neither during mixing nor for 


30 minutes afterwards (Crooke and Morris, 1942). The 
plasma volume at zero time had to be assumed to be the 
same as that at 10 minutes after injection of the dye. This 
implies a calculated error of less than 2% (Russell, 1949). 


Results 


The results of the investigation are shown in Table I. 
During the first three transfusions in Cases 1 and 2 continuous 
electrocardiographic recordings showed no change apart 
from slight slowing of pulse on two occasions. Before trans- 
fusion the jugular venous pressure was not elevated, but this 
was probably because the haemoglobin was seldom allowed 
to fall below 45%. An increased venous filling became 


The . 


obvious after anaesthesia had been induced. After the trans- 
fusion the jugular veins looked fuller, but, as the children were 
anaesthetized and lying supine, no accurate assessments of 
the jugular venous pressure were made. Direct manometric 
readings in a peripheral vein showed no change in venous 
pressure. In Case 1 the pulmonary systolic murmur was 
much less audible after the transfusion. 


Discussion 


The children with congenital hypoplastic anaemia were 
losing one week’s schooling in six in order to be transfused. 
Under the method described above they could be in and 
out of hospital and return to school in 24-48 hours. 


Anaesthesia 


We considered preliminary anaesthesia essential because 
of the marked apprehension resulting from regular six- 
weekly transfusions. Anaesthesia also made venepuncture 
easier owing to the increased venous filling. The supine 
position, however, was not ideal, as there is evidence that 
the propped-up position lowers the right auricular pressure 
(Sharper-Schafer, 1945; Paul Wood, 1950). Ether is the 
anaesthetic agent of choice. Changes in the central venous 
pressure in adults are said to be negligible with thiopentone 
and nitrous-oxide—-oxygen sequence (Fieldman ef al., 1955). 
A thiopentone induction, however, is impracticable in small, 
feeble children. Fletcher and Pender (1954), reporting on 
studies of venous pressure in adults, under ether anaesthesia, 
state that the venous pressure remained significantly raised 
during a three-hour period. This has not been our experi- 
ence during ether anaesthesia in children. The impression 
that transfusions are particularly dangerous while the patient 
is anaesthetized does not seem justified. There is only the 
minimal danger of incompatibility (Wiener, 1943). 


Total Blood Volume Changes 


McMichael er al. (1943) found a reduced blood volume in 
chronically anaemic adults. Sharpey-Schafer (1944) con- 
firmed this and found that right auricular pressure, cardiac 
output, and percentage utilization of available oxygen were 
increased. Patients with the highest venous pressure had the 
lowest haemoglobin and a reduced blood volume. One case, 
however, with the highest venous pressure and cardiac out- 
put and lowest haemoglobin, had a blood volume which was 
not as low as in some cases. Four days after transfusion, 
in this particular instance, the blood volume was lower still, 
although the patient had improved as judged by a falling 
venous pressure. In chronic anaemia the cardiac output is 
maintained by greater minute output secondary to an 
increased venous filling on the right side of the heart, and a 
tachycardia. Barcroft et al. (1944) thought the increased 
right auricular pressure must be at the expense of the 


TABLE I.—Results of Rapid Transfusion 


| Time Taken Haemoglobin Plasma Volume P.C.V. Total Blood Volume Vol. 
P Compared 
Case | Volume Zero | 10 Min ‘ost- ol. 
Pre- Post- Pre- Post- Pre- Expected] 
No. | Given mi. Time (at} Post- transf. Rise Increase} with Vol. 
Min transf. | transf. ransf. | transf. | transf. Rise 
1. M ry; 10 Min.)| transf. 4) 10 Min.| (%) (ml.) Given 
in. Co | | | Co | Gal) | %) (ml.) 

i | 40 | 0 | 41 50 98 1,000 | 1,125 | 12-5 24 43 1,316 | 1,940 | 47-4 | 31 624 | +224 
5 17 35 $5 99 1,250 1,375 10-0 26 44 1,716 2,440 42-2 34:3 724 +134 
550 17 32 60 93 1,115 1,315 3-5 28 46 1,665 2,423 45-5 33 758 +208 
510 15 34 45 77 
sso | 13 | 46 50 
400 12 33 % 85 
540 10 S4 56 95 
400 10 40 60 93 
510 12 43 58 97 

2 500 13 % 4a 92 1,780 2,010 12-9 ~ 20 35 2,136 2,871 34-4 23 735 +235 
490 13 35 54 92 1,260 1,352 78 21 35 1,592 | 2,174 36-5 30-8 582 +98 
480 16 30 50 88 1,206 1,214 0-7 20 % 1,507 1,959 30-0 31-2 452 —28 
510 14 % 45 79 
S40 12 45 50 82 
500 14 %6 42 89 

3 490 10 49 50 87 
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capillary and venous systems. Their findings were based on 
observations on the pulse, skin circulation, and total peri- 
pheral resistance following acute haemorrhage. Altschule 
and Gilligan (1938) noted skin flushing and a bounding pulse 
after transfusions in adults, and Russell (1947) observed 
skin flushing and local heat without venous engorgement 
after giving blood to children at the rate of 5 ml. a minute. 

Sharpey-Schafer and Wallace (1942b), however, had 
produced evidence to show that the peripheral and pul- 
monary capillaries and veins dilate to accommodate the 
increased blood volume. The reason for administering venous 
transfusion slowly to anaemic patients is to enable the slow 
adjustment of venous filling pressure to the extra volume 
given (Sharpey-Schafer, 1945). We believe that ether anaes- 
thesia may lower venous vasomotor tone in children so that 
the venous side can not only accommodate the blood much 
more quickly but is probably adjusted to receive it before 
the transfusion is given. Furthermore Fieldman ef al. (1955), 
in a study of 11 adult cases, found a decrease in blood 
volume on induction of anaesthesia—calculated from the 
Stewart (1921) formula. A further significant decrease in 
blood volume occurred on deepening the anaesthesia. There 
was no significant increase in blood volume on emergence 
from deep anaesthesia. 

The decrease in blood volume in chronic anaemia is an 
active process by which available haemoglobin is concen- 
trated. This increases the availability of oxygen (Sharpey- 
Schafer, 1944), allowing the minimum necessary minute- 
volume cardiac output. Our results showed that in the 
anaemic phase in children the blood volume was approxi- 
mately average or actually increased compared with the 
heights and weights of normal control children (Russell, 
1949) (see Table II). Russell’s figures and those of Bakwin 
and Rivkin (1924), however, show a wide range of normality 
in healthy children. 

Taste II 


Average Blood | Average Blood | Lowest Blood 
Vol. for Vol. for Vol. 


mag Weight | Height 


No. Patient’s Patient’s Pre- 
Weight Height transfusion 
1 13-2 kg. | 112 cm. 1,100 mi. 1,600 ml. 1,316 ml. 
107 ,, 2,100 ,, 1,400 1,959 ,, 


Russell (1949) thought that the blood volume related to 
height was more valuable than when related to weight, as 
when the volume is increased owing to congestive failure 
the weight would rise automatically. Russell (1947), using 
a concentrated corpuscle-haemoglobin method for determin- 
ing blood volumes (Hill, 1941; McMichael ef al., 1943), 
found that blood transfusion to an anaemic child with an 
initial low blood volume for its height and weight resulted 
in an increased total circulating volume. In another anaemic 
child with a high initial blood volume, transfusion resulted 
in a shift of fluid to the tissues., In our Cases 1 and 2, where 
the initial blood volume was average or high, transfusion 
resulted in an increase in the total circulating volume. The 
percentage increase in volume (Table I) was higher than 
expected from the quantity of blood given (on all occasions 
except one in Case 2). A low blood volume does not occur 
in chronically anaemic children as it does in adults. If the 
haemoglobin is allowed to fall below 25%, the blood volume 
may then follow the adult pattern. It can be argued that if 
the blood volume is reduced before transfusion then an 
infusion will give a relatively big increase in circulating fluid ; 
if, however, the blood volume is normal or high to begin 
with, the proportional increase in volume will be less and 
so the risk of overloading diminished. 


Plasma Changes 

Sharpey-Schafer and Wallace (1942a) have shown that 
when blood volume is at a normal level transfused serum 
leaves the circulation in from one to two hours. Where the 
initial blood volume is reduced the transfused serum is 
retained in the circulation. Marriott and Kekwick (1936) 


found that where whole blood is transfused in patients with 
chronic anaemia the added plasma may disappear even 
during the transfusion, and particularly if it is given slowly. 
Following our transfusions of packed cells the plasma 
volume was always increased ten minutes after the termina- 
tion of the infusion. Russell (1947) suggests this increase in 
volume may be partly due to differences in the plasma protein 
levels of the blood of the donor and recipient. Metcalf 
(1944) found that, in dogs, if the blood of the donor has a 
higher protein content than that of the recipient, fluid is 
likely to be withdrawn from the tissues to equalize the 
osmotic pressure. Conversely, transfused blood of lower 
osmotic pressure would tend to cause a shift of fluid to the 
tissues. 

Sharpey-Schafer and Wallace (1942a) showed that the rate 
of disappearance of injected serum depended upon the initial 
blood volume and not on its protein content. Boycott and 
Oakley (1934), using cats, and Hayward and Jordan (1942), 
using human subjects, showed that movement of plasma 
proteins probably occurs simultaneously with the fluid shift. 
There is no plasma protein change during haemodilutiom 
following acute haemorrhage (Wallace and Sharpey-Schafer, 
1941). As Wwe used packed cells the plasma protein content 
is probably not the main cause of the extra fluid shift from 
tissues to circulation. Furthermore, there is no substantial 
loss of injected red blood cells for the first two days after 
blood transfusions, any volume change being one of plasma 
(Boycott and Oakley, 1934). The extra plasma could not 
have come from the spleen in Cases 1 and 2 as they had been 
splenectomized. Splanchnic or hepatic blood (both cases 
had large livers) is a possible source. It is unlikely to come 
from the venous side because of the reduced vasomotor 
venous tone resulting from the ether anaesthesia. 


Quantity and Rate of Transfusion 

The signs of an overloaded circulation are an elevated 
jugular venous pressure (Lewis, 1937) and basal rales (Drum- 
mond, 1943). DeBakey (1938), in over 5,000 transfusions, 
never -once observed the so-called phenomenon of speed 
shock (Hyman and Hirshfeld, 1931), and not infrequently 
650 ml. was transfused in three minutes. In normal hearts 
Caughey (1935) found that 1,500 ml. of saline at 50 ml. a 
minute gives no venous pressure rise, but Altschule and 
Gilligan (1938) found that when more than 500-1,500 ml. of 
fluid is injected at greater than 26 ml. a minute the venous 
pressure, cardiac output; and blood volume increased. The 
faster the rate and the larger the quantity of fluid given, the 
higher was the venous pressure. Beattie and Collard (1942) 
found no changes of venous pressure by direct measurement 
in cases of diabetic coma and post-operative shock receiving 
similar large transfusions. Sharpey-Schafer and Wallace 
(1942b) found that 2,000 ml. of saline, serum, or blood can 
be given to normal hearts at 160 ml. a minute, *ut again 
with some rise in venous pressure. Previous reduction of 
blood volume by veneséction prevented this rise. Marriott 
and Kekwick (1940) advised 1 ml. per 1 lb. (450 g.) body 
weight per hour to severely anaemic patients (haemoglobin 
less than 25%), uncomplicated by acute haemorrhage, and 
did not think it was safe to increase the rate if packed cells 
instead of whole blood were used. Sharpey-Schafer (1945) 
showed that 500 ml. at moderate rates (18 ml. a minute) may 
overload the anaemic heart. 

We have found in three cases that 500 ml. could be safely 
given under general anaesthesia to children in approximately — 
10-15 minutes—that is, 35-50 ml. a minute. On one 
occasion this quantity was given direct into the internal 
jugular vein in ten minutes. This involves infusing two to 
four times faster than that thought likely to overload the 
chronically anaemic adult heart. We would not entertain 
such a rapid transfusion in proved pathologically abnormal 
hearts—for example, a case of pernicious anaemia—where 
rapid transfusions under any circumstances would be dan- 
gerous. Anginal symptoms may occur in severe anaemia 
even in normal hearts (Pickering and Wayne, 1934). Hunter 
(1946) found that, after correction of chronic anaemia, 
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cardiac pain and enlargement and electrocardiographic 
changes may persist and be almost identical to the signs of 
organic heart disease. Thus in chronic anaemia, even when 
the heart appears normal, ischaemic changes may already 
have occurred. This, however, seems unlikely to be the 
case in children. 


Summary and Conclusions 


A method is described of rapid intravenous transfu- 
sions to children. The procedure is regarded as safe in 
children with clinically normal hearts. It may be par- 
ticularly indicated where regular transfusions are 
required during the child’s life. 

In children with chronic anaemia the blood volume 
does not fall as in adults. The relative volume increase 
after transfusion is thus small. 

More blood can be given and at a faster rate owing to 
a reduced blood volume resulting directly from ether 
anaesthesia, and probably a release of venous vasomotor 
tone. 

The young chronically anaemic heart can withstand 
fast transfusions better than adult hearts. In selected 
children transfusions can be given with safety two to 
four times faster than the rate causing a falling cardiac 
output in chronically anaemic adults. 

The blood volume soon after transfusions is greater 
than can be accounted for by the volume of blood 
given ; the extra volume may come from the splanchnic 
or hepatic pools. 

We wish to thank Dr. C. Pinckney and Dr. G. Edwards for 
their encouragement and advice, and Mr. J. G. Davis, Miss S. 


Fry, and Mr. L. G. Jones for technical assistance. The blood- 
volume estimations were done by Dr. C. B. Cameron, 
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Tic douloureux can ai present be cured by any of 
several methods, all of which depend on interruption of 
those pain-conducting nerve fibres which pass from the 
ganglion of the trigeminus to the nucleus of its descend- 
ing tract. All therefore cause some lifelong trigeminal 
sensory loss, which in most cases entails lifelong facial 
dysaesthesiae, and each has at least one of these further 
drawbacks: a more than negligible death rate, an in- 
sufficiently high success rate, and a risk of neuropara- 
lytic keratitis or of lesions of other cranial nerves besides 
the fifth. For many years there has been a search for 
a cure—or even a means of prolonged relief—without 
such drawbacks, the two latest operations, which are 
both still unproved, being trigeminal “ decompression ” 
and compression. 

Wyburn-Mason (1953) reported that he had treated 
about 56 patients suffering from tic douloureux by inter- 
ruption of the great auricular nerve. Each of them first 
received an alcohol block of that nerve, and about half 
were completely relieved, “ provided the tongue was not 
involved. . . . The treatment does not relieve the pain in 
the tongue.” Regarding the periods of complete relief 
thus obtained, he wrote: “In cases treated by alcohol 
block alone the pain may return after 6 to 18 months.” 
When the pain had returned, or if it had not been initially 
relieved, he treated it in some cases by a further alcohol 
block and in others by surgical section of the nerve. 

Twenty-five of his patients received this surgical treat- 
ment, of whom two, at the time when he wrote, had had 
some return of pain, one two and a half years and the 
other three and a half years after nerve section. His 
follow-up was for as long as five years, which presum- 
ably means that five years was the maximum, but he did 
not state the minimum period. 

Here, one might think, is the long-sought remedy with- 
out serious drawbacks, except for its failure to relieve 
pain in.the tongue. Of the two ways of interrupting the 
great auricular nerve, Wyburn-Mason evidently prefers 
surgica! section, and we agree with him, for with only a 
littie more trouble than alcohol injection it produces a 
mere certain interruption and a permanent one. Any- 
thing which it fails to do, injection likewise will fail to 
do. We have therefore subjected great auricular neuro- 
tomy to a controlled clinical trial on the lines recom- 
mended -by Hill (1951). 


Present Trial 


Definitions —Throughout the remainder of this paper 
neurotomy means great auricular neurotomy, and injection means 
elcohol injection of the trigeminal sensory root. Entry-injection 
interva! means the interval between the date of a given patient’s 
entry into the trial and the date of his injection. 

Purpose of Trial—The trial was primarily designed to 
answer the following question. Suppose that a patient with 
tic douloureux (1) after hearing the pros and cons of injec- 
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tion, decides for himself when to undergo it, and (2) agrees 
to try neurotomy while awaiting or considering injection. 
What difference will neurotomy make to the entry-injection 
interval ? 
Collection of Patients 

Out-patients with “trigeminal neuralgia” were referred 
to one of us (J. P.) for injection, but only those who ful- 
filled five diagnostic criteria (Penman, 1950) were accepted 
as having tic douloureux. To each of them an explanation 
of injection and its results was given, with emphasis on 
three points : that permanent cure was probable, that it 
would mean permanent and uncomfortable numbness of 
the affected side of the face, and that there would be a 
small risk of temporary trouble with the eye on that side. 
Each patient was then asked: “ At present, are you sure 
you want injection, or sure you don’t want it, or not sure 
either way?” Not infrequently he tried to make the 
doctor, or the relative or friend whom he had with him, 
decide this question for him, but he was told that he must 
decide for himself, since no one else could judge how 
severe his pain was. His answer having been recorded, he 
was asked : “ Suppose you were suitable for another, milder 
treatment, which is certainly harmless, but which is still 
unproved and may turn out to be useless; would you be 
interested in that?” If he answered yes, an explanation 
of neurotomy was given to him, but it was stressed that 
this treatment, being unproved, could not be given to 
everyone who wanted it. If he said that he would be willing 
to try it he thereby entered the clinical trial. Whether in 
fact he was to be neurotomized or not was determined 
randomly, by the method described below under the head- 
ings “ classification” and “treatment groups,” and he was 
immediately told the result of this random determination. 

Fifty-one patients were thus collected, and eight more 
in the following .different way. At the beginning of the 
trial there were eight patients who had previously been 
given the same explanation of injection, had said that they 
definitely wanted it, and were already waiting for it. To 
be brought into strict conformity with the other 51 they 
would have had to be interviewed again and specifically 
offered the opportunity of entering the trial ; instead, their 
acceptance of it was assumed, and a date soon after the 
beginning of the trial was taken as the date of entry for 
all eight. When their treatment was randomly determined, 
five proved to be for neurotomy, were offered it in the 
same terms as the other 51, accepted it, and underwent 
it ; the remaining three were not neurotomized. 

To this second method of collection it can be objected 
that any of the three unneurotomized patients, if specifically 


TaBLe I.—Classification, Treatment Groups, and Results 


offered entry into the trial, might perhaps have declined it. 
However, these eight cases gave results so similar to the rest 
that we think it justifiable to include them. 

During the period of collection one patient was seen who 
had tic douloureux jimited to the tongue, and was there- 
fore excluded. Eighteen patients were included who had 
pain in the tongue as well as in other structures. 


Classification 


One of these 59 patients had bilateral tic douloureux 
which was almost equally severe on the two sides, and each 
side of his face was regarded as a separate case. In many 
places, therefore, we shall refer to our 60 cases instead of 
our 59 patients, 

The cases were analysed at entry into the trial with 
regard to six features which might be held to influence the 
course of the disease (see Table I, part 1). 

Severity of Pain at Time of Entry.—By their responses to 
the offer of injection the patients divided themselves into 
three classes, which finally contained the following num- 
bers : class 1, certainly wanting injection (38 patients, 39” 
cases ; class 2A, uncertain (18 patients) ; class 2B, certainly 
not wanting injection (3 patients), In randomly allocating 
treatment by neurotomy we preserved this division into 
three classes, but for all other purposes we have combined 
class 2B, since it was so small, with class 2A to make a 
single class 2. 

Sex.—There were 34 women and 25 men. 

Age on Date of Entry.—The patients were divided into 
those below the age of 60 years, who numbered 25, and 
those aged 60 years or over, who numbered 34. 

Side of Face Needing Treatment.—Forty patients needed 
treatment on the right side, 18 on the left, and 1, already 
mentioned, on both. ; 

Duration of Tic Douloureux at Time of Entry.—The 
cases were divided into those of less than four years’ dura- 
tion, which numbered 28, and those of four years’ duration 
or mote, which numbered 32. 

Previous Attempts at Radical Treatment.—The cases were 
divided into those in which one or more attempts at in- 
jection, trigeminal sensory rhizotomy, or other forms of 
trigeminal surgery had already been made, which num- 
bered 12, and those in which none had been made, which 
numbered 48. 

In Table I, part 2, the features of patients in more severe 
pain (class 1) are compared with the features of those in 
less severe pain (class 2). Even with these small numbers it 


Part I Part 2 Part 3 Part 4 Part 5. Results 
Distribution Classes 1 and 2 Subdivided 
of Other Treat t into Treatment Groups Class 1 Class 2 
Features in 
Features Classes 1 ups Class 1 Class 2 Neuro- Unneuro- Neuro- Unneuro- 
Possibly Primary and 2 tomized tomized tomized tomized 
Influencing Groups All 
Results Cases 
lala 
6 | 6 | 25|58| 58| | 2|32| | 22 
Severity Class 1 ie 39 23 16 
of pain 18 7 
(see text) — oe 3 1 2 
Sex { Female ae 34 20 14 19 15 ll 9 8 6 10 1 9 0 a ~4 2 4 
3 Male ec 26 19 7 16 10 12 7 4 3 12 0 5 2 2 1 1 2 
4 600rmore .. 35 23 12 20 15 13 10 7 5 13 0 9 1 4 3 2 3 
Age at entry{ Under60 25 | 16 9 | 1s | 0] 0] 6 s | 4 9 1 5 1 3 2 1 3 
Side of { Right .. ais 41 27 14 23 | 18 16 11 7 7 15 1 10 1 6 1 2 5 
face ne 19 12 7 12 7 7 5 5 2 7 0 4 1 1 4 1 1 
Duration of [| 4 years or more | 32 19 13 18 14 10 9 8 5 10 0 8 1 6 2 1 a 
illness Under 4 years 28 20 8 17 ll 13 7 a 4 12 1 6 1 1 3 2 2 
Not attempted | 48 | 31 | 17 | 25 | 23 | 17 | 14 8s | 9 | 16 1 | 12 2 4 4 3 
treatment Attempted .. 12 8 4 10 2 6 2 a 0 6 2 0 3 1 0 
| Tota! ..| @ 39 21 35 25 23 16 12 9 22 1 14 2 7 5 3 6 
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is worth noting that of the patients who were sure that 
they wanted injection, practically one-half were men, but 
of those who were uncertain or against injection only one- 
third were men. Also the shorter histories of tic douloureux 
were associated with a greater tendency to want injection. 
(The men did not tend to have shorter histories than the 
women.) In other respects the two classes did not differ. 


Treatment Groups 


Classification of the cases in relation to all the six 
features listed in Table I leads to 96 subgroups. Though 
some of these subgroups were bound to remain empty, 96 
lists were prepared, each with spaces for ten names. Op- 
posite each space, before the trial began, was written either 
A, signifying treatment, or C for control, the order of A’s 
and C’s on each list being determined by random sampling 
numbers. As soon as each case had been classified, the 
patient's name was written in the first vacant space on 
the appropriate list, and the presence of A or C opposite 
it determined whether neurotomy should be carried out or 
not. The resulting distribution of cases is shown in Table I, 
part 3. The aim of this method of determination of treat- 
ment was to obtain neurotomized and unneurotomized 
groups that were equivalent in their main features, and it 
was achieved except as regards previous treatment (and as 
regards the very small class 2B). Even for classes 1 and 2 
separately there was a reasonable equivalence between the 
neurotomized and unneurotomized groups (see Table I, part 
4). In order simultaneously to achieve equal numbers of 
neurotomized and unneurotomized cases, a larger total than 
60 would have been needed. 

The patient needing bilateral treatment proved to have 
his right side among the neurotomized cases and his left 
among the unneurotomized. 

Of the 18 patients with pain in the tongue as well as in 
other structures, 12 were neurotomized and 6 unneuro- 
tomized. 

Neurotomy 


As soon as it had been determined that a given patient 
was to be neurotomized, his name was put on a list, and 
the neurotomies were carried out in the order in which 
the names had been listed. The names of all patients in 
class 1 and of some in class 2 had on the day of entry 
into the trial been put also on a second waiting-list, for 
admission to hospital and injection. Whenever this second 
list was short—and it was seldom long—there was a danger 
that a patient's injection might have to be delayed in order 
to find time for his neurotomy, To reduce this danger, 
most neurotomies were carried out within five days of 
entry, some one day after it, and a few on the day of entry ; 
but, even so, there were some cases in which injection was 
thus delayed for a short while. Such delays could only 
weight the results slightly in favour of neurotomy. 

Just before each neurotomy we applied pressure; as 
recommended by Wyburn-Mason, to the great auricular 
nerve of the affected side through the intact skin. A few 
patients, all of whom had been having paroxysms of tic 
douloureux just before this pressure, had them also just 
after it, but none was relieved of pain by it. 

All 35 neurotomies were carried out by one of us (L. S. W.) 
and nearly all were witnessed throughout by the other. 
Only local analgesia was used, and Wyburn-Mason’s direc- 
tions were strictly followed, The great auricular nerve was 
identified where it crossed the posterior border of the 
sternomastoid muscle, freed from neighbouring structures, 
and traced as far centrally as possible. In 31 cases the 
most central portion of the nerve that could be reached 
was squeezed and tugged with a forceps; 4 of these 31 
patients felt nothing, doubtless because of the preliminary 
infiltration of the operative field with local analgesic; 25 
felt painful or other sensations in the ear; two felt them 
only in the neck; but none felt any sensation in the tri- 
geminal area. (In the remaining four cases of neurotomy 


we inadvertently did not record whether this stimulation 
of the nerve was carried out or not.) 


A length of at least 1 cm. of the nerve was excised and 
sent for microscopy, which in each of the 35 cases con- 
firmed that it was a portion of a peripheral nerve. A few 
patients felt the same sensations during the cutting of the 
nerve as they had felt during the squeezing and tugging of 
it, and in the same areas. One patient, when re-examined 
just before injection, had no sensory loss on the ear ; pre- 
sumably the great auricular nerve was either exceptionally 
small and had a correspondingly small territory, or else 
proximally to the site of operation it had already divided 
into two or more branches, of which only one was found 
and cut. In all other cases there was permanent analgesia 
or anaesthesia in the lobe of the ear and in immediately 
adjacent areas, but in none was there any sensory loss within 
the trigeminal area. 

Thus the great auricular nerve was stimulated in 31 cases 
and completely cut in either 34 or 35 cases, but no support 
was found for Wyburn-Mason’s view that it must partly 
innervate the trigeminal area. 


Follow-up 


Patients whose names were on the waiting-list for injec- 
tion were told that if by the time they were sent for they 
no longer wanted it they would be welcome to postpone 
it. Those whose names were not on the waiting-list were 
told that whenever they wanted injection they might send 
word, and their names would at once go on the list. Both 
these instructions were given whether neurotomy had been 
carried out or not, but in addition the neurotomized patients 
were told that if they really wanted injection they should 
not postpone it because of the neurotomy. However, the 
inclination to wait a little longer and give the neurotomy 
“time to work” must have been strong in some cases, and 
it is doubtful whether our instruction entirely counteracted 
it. One patient to our knowledge was persuaded by his 
general practitioner to postpone injection for that reason, 
and others may have been similarly persuaded. This is a 
second inevitable factor which tended to weight results some- 
what in favour of neurotomy, especially in class 2. 

Injections were carried out in the order of the waiting- 
list. So far as was possible, all uninjected patients were 
followed up every two calendar months from the date of 
entry, on the first two occasions by interview and thence- 
forth by letter. On five occasions we had to be content 
with a letter instead of an interview, and on three with a 
telephone message instead of either. Twice we lost touch 
with patients temporarily, but none defaulted entirely, and 
a few had extra interviews at their own request. The first 
entry was on August 16, 1954, the last on May 4, 1955, and 
the follow-up was closed on August 16, 1955. 


Results 


One criterion of failure or success with the 35 neurotomies 
is the subsequent need or absence of need for injection, as 
compared with the same need or absence of it in the 25 
unneurotomized cases. In injected cases another criterion 
is the entry-injection interval, and in uninjected cases the 
period for which each patient was followed up without 
needing injection. 

Injection had to be carried out in 36 of 39 cases, or 
92.3%, in class 1, but in only 10 of 21 cases, or 47.6%, in 
class 2, and all results must therefore be considered 
separately for these two classes. 

In class 1 there were 23 neurotomized cases, 22 of which 
had to be injected, and 16 unneurotomized cases, 14 of 
which had to be injected. In class 2 there were 12 neuro- 
tomized patients, seven of whom had to be injected, and 
nine unneurotomized patients, three of whom had to be 
injected. For details see Table I, part 5. The maximum, 
average, and minimum entry-injection intervals are given 
in Table II, which shows that in class 1 the average inter- 
vals for neurotomized and unneurotomized cases differed by 
less than one day. In class 2 the average entry-injection 
interval was 75 days longer for the neurotomized than for 
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Taste II.—Jnjected Cases: Number of Days Elapsing Between 
Entry into Trial and 


Class 1 Class 2 


Neuro- | Unneuro-| Neuro- | Unneuro- 
tomized | tomized | tomized | tomized 


= of cases ie 22 14 7 3 
= a Maximum 85 148 204 25 
y } Average 21-4 22-1 93 18 

(days) Miaimum 4 0 12 16 


the unneurotomized, but here the total of 21 patients, 
injected and uninjected, was too small for this comparison 
to be very significant. 

Uninjected cases numbered 14. In class 1 they represent 
one “success” out of a possible 23 for neurotomy and 
two “successes” out of a possible 16 for doing nothing ; 
in class 2, five “ successes” out of a possible 12 for neuro- 
tomy and six out of a possible nine for doing nothing. 
The follow-up periods, for what little they are worth with 
so few cases, can be compared in Table III; the three 


TaBLe III.—Uninjected Cases: Length of Follow-up 


Class 1 Class 2 


Neuro- | Unneuro-| Neuro- | Unneuro- 
tomized | tomized | tomized | tomized 


No. of cases i 1 2 5 6 
Individuals 321 
Length of 250 322 => 
follow-up Maximum 314 271 
(days) Average . — _ 256 
Minimum 189 125 


patients in class 1 all happened to enter the trial before any 
of the 11 in class 2, which is the only reason why they were 
followed up longer. 

The patient needing bilateral treatment said when first 
interviewed, and again on the day of his right-sided neuro- 
tomy, that the left side needed treatment rather more than 
the right, so that it was for left-sided injection, as we 
thought, that he was admitted to hospital. He then said, 
however, that the right-sided pain had become worse than 
the left, and asked for a right-sided injection, which was 
given. About three and a half months later he began to 
have a bout of severe left-sided pain, which continued for 
two to three weeks and then abated. During that bout he 
asked for left-sided injection, but changed his mind before 
it could be given. Thereafter until his latest follow-up, 
322 days after entry, his left-sided pain was not severe 
enough to make him want injection. 

In all of those 12 cases in which the pain had both 
affected the tongue and been treated by neurotomy, it 
continued not only in the tongue but also in other 
structures, and in 10 out of the 12 cases injection was 
carried out. 

A few neurotomized patients found the numbness in and 
round the ear unpleasant, especially when lying in bed with 
the affected area in contact with a pillow. The 29 neuro- 
tomized patients who required injection neafly all said in 
effect that neurotomy had been worth trying, but had made 
no difference whatever to their pain. 


Comment 


Controls apart, it would be hard to praise any treatment 
for tic douloureux which in 22 out of 23 severe cases left 
the patient in need of injection within 85 days. 

/ The search for a cure without trigeminal sensory loss 
must continue, but each proposed new remedy ought, in 
the very first cases in which it is used, to be subjected to 
a controlled clinical trial. This precaution is especially 
necessary in any disease which is so chronic and remittent 
as tic douloureux. The two features of the present inquiry 
which we have found most valuable are (1) preliminary 
classification of the severity of each case by the patient 
himself, through his response to a standard offer of radical 
treatment, and (2) assessment of the efficacy of the method 


under trial by the patient himself, through his decision 
when to undergo radical treatment. By these means, and 
with an adequate supply of patients, reliable results can 
be obtained within 12 months. 
Summary 

Between August, 1954, and May, 1955, 23 severe cases 
of tic douloureux, strictly diagnosed, were treated by 
great auricular neurotomy, and 16 other severe cases, 
comparable in all essentials with the first 23, were left un- 
treated. In each of these 39 severe cases the patient when 
first interviewed had his name put on a waiting-list for 
trigeminal injection, which he was left free to postpone . 
if his pain had abated enough. In 22 of the 23 neuro- 
tomized cases (95.7%) trigeminal injection had: to be 
carried out at most 85 days later, and in 14 of the 16 
unneurotomized (87.5%) it had to be carried out at most 
148 days later. The average interval between entry: into 
this clinical trial and injection was 21.4 days in the 22 
neurotomized and 22.1 days in the 14 unneurotomiz 
cases. One severe neurotomized case and one equally 
severe unneurotomized case, instructively, were on the 
right and left sides of a single patient. Twenty-one other 
patients with milder tic douloureux were similarly 
divided into 12 neurotomized and 9 unneurotomized and 
left to decide when they must undergo trigeminal injec- 
tion, with similar results. Great auricular neurotomy, 
to judge from this trial, has no effect on tic douloureux. 


We thank Mr. Wylie McKissock for encouraging us to do this 
work in his department, Professor A. Bradford Hill for valuable 
guidance and criticism, Professor T. Crawford and Dr. N. F. C. 
Gowing for microscopy of the excised portions of nerves, Miss 
Audrey Gear for her skill and patience in organizing the case 
records and the follow-up, and members of the almoners’ depart- 
ment of the Royal South Hampshire Hospital for their prompt 
efficiency in tracing a psychiatrically iil patient who would other- 
wise have defaulted. 

REFERENCES 


Hit, A. B. (1951). Brit. mat Buall., 7, 278. (Republished in revised form 
as chapter 20 of A. B. Hill’s Principles of Medical Statistics, 6th ed., 
1955. Led., 
Penman, (1950). Postgrad. med. J., 2%, 
Wyburn-! 


627. 
R. (1953). British Medical ‘edical Journal, 2, 119. 


_ HAEMOGLOBIN C DISEASE AND TRAIT 


REPORT OF A FAMILY IN ENGLAND WITH 
HAEMOGLOBIN C 


H. M. RICE, M.D. 


Director, Department of Pathology, General Hospital, 
Nottingham 


Abnormal, genetically determined haemoglobins are 
being recognized with increasing frequency as the cause 
of certain anaemias, generally of the haemolytic type. 
Their discovery has followed the application of electro- 
phoretic techniques to the study of sickle-cell haemo- 


* globin (S) by Pauling, Itano, Singer, and Wells (1949). 


The other human haemoglobins so far described are A 
(adult), C, D, E, F (foetal), G, H, I, and J; and the 
list is doubtless incomplete. The hereditary haemo- 
globinopathies occur almost exclusively in people of 
non-European descent, and principally in negroes. 
Haemoglobin C was described by Itano and Neel 
(1950). Their cases were North American negroes, and 
the haemoglobin C was in the heterozygous state, with 
A or S. Homozygous haemoglobin C (haemoglobin C 
disease) was reported, again in North American negroes, 
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by Spaet, Alway, and Ward (1953). Haemoglobin C was 
first reported from outside the U.S.A. by Edington and 
Lehmann (1954), who found a high incidence in negroes 
from the Gold Coast; and by Portier, Cabannes, 
Massonat, and Duval (1954) in negroes from Algiers. 
Huisman, van der Schaaf, and van der Sar (1955) 
reported haemoglobin C disease from Curagao, in an 
apparently white family of German-Dutch origin (but 
with possible negroid ancestry) and also in negroes. In 
general, haemoglobin C is found in West Africans, and 
in places where it may have been introduced by them. 
Diggs, Kraus, Morrison, and Rudnicki (1954) have, how- 
ever, described its occurrence in a white family, of Italian 
origin, in the U.S.A. ; 

Homozygous haemoglobin C generally causes a mild 
anaemia, of the haemolytic type. Heterozygous haemo- 
globin C, if paired with A (haemoglobin C trait), is 
usually symptomless. 


Case Report 

Mrs. P., a West Indian negress, 2-para, aged 39, arrived 
from Jamaica, with her family, in July, 1955. Apart from 
one attack of malaria, in 1936, and high blood pressure 
during her first pregnancy (1949), she had always been 
healthy. 

On October 28, 1955, she attended an antenatal clinic, 
being then 15 weeks pregnant. On routine blood testing 
she was found to have a haemoglobin of 10.5 g. per 100 ml. 
(71%); R.B.C., 3,470,000; P.C.V., 30% ; M.C.V., 88 cubic 
microns; M.C.H.C., 35%; W.B.C., normal. The film 
showed large numbers of target cells. _ 

At her next visit, on November 25, her haemoglobin had 
dropped to 8.7 g. per 100 ml., and there was some hypo- 
chromia. She was admitted to hospital for investigation. 

On examination, pregnancy was normal for 20 weeks. The 
liver and spleen were enlarged to four and two finger- 
breadths below the costal margin, respectively. There was 
no complaint of joint pains, and no other physical 
abnormality. Urine: Albumin + ; deposit: a few red blood 
cells and hyaline and granular casts. Culture: no growth ; 
urobilin and urobilinogen not demonstrated. The serum 
bilirubin was 0.6 mg. per 100 ml.; alkaline phosphatase, 
6 K.~A, units; thymol turbidity, 2 units; zinc sulphate 
turbidity, 14 units ; total serum protein, 5.8 g. per 100 ml. — 

On December 7 her haemoglobin was 8.4 g. per 100 ml. ; 
R.B.C., 3,100,000 ; P.C.V., 27% ; M.C.V., 87 cubic microns ; 
M.C.H.C., 31.1% ; reticulocytes, 2.2% ; W.B.C. normal in 
number, type, and distribution ; platelets normal. The red 
cells showed anisocytosis, with some hypochromia and poly- 
chromasia. Target cells, 56% ; “ boat” cells present (Fig. 1). 
The red-cell fragility was greatly reduced, commencing at 


Fic. 1.—Blood film of Mrs. P., showing the high proportion of 
target and boat cells. (9003 


0.40% saline and incomplete at 0.10% (control 0.50% to 
0.35%). (See Fig. 2.) Coombs’s tests were negative. Tests 
for sickling were negative. Electrophoresis showed haemo- 
globin C only (Fig. 3). The sternal marrow was active, 
erythropoiesis being 
partially megalo- 
blastic (occasional 
megaloblasts to 
37% normoblasts). 
Granulopoiesis was 
normal apart from 
a maturation arrest 
at the myelocyte- 
metamyelocyte 
stage. M : E ratio 
1.3:1. Platelet for- 
mation was normal. 

Iron and folic acid 
therapy was started, 
and the  haemo- 
globin level rapidly 
improved to 10.8 g. 
per 100 ml., which 
was maintained. 

At 36 weeks the 
patient was admitted 
to another hospital for toxaemia, and a macerated foetus 
was delivered at 38 weeks, no blood specimen being sub- 
mitted for examination. 

On July 6, 1956, the haemoglobin level was 14.7 g. per 
100 ml., and she felt well. Target cells were approximately 
50%. 


HAEMOLYSIS 
38 
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Fic. 2.—Red-cell fragility curve of 
Mrs. P., showing the characteristic 
decrease in osmotic fragility. 


Mr. P. Mrs. P. D.K. N.K. 
Fic. 3.—Electrophoretic patterns of the P. family, and of Mrs. 
P.’s half-brothers. The continuous line indicates the starting- 

point. 


Investigation of the Family : 

Haemoglobin C Trait.—In addition to the P. family, con- 
sisting of Mrs. P., Mr. P., and two children (a boy, R.P., 
aged 74, and a girl Y.P., aged 6), two of Mrs. P.’s half- 
brothers now live in this country. Three other half-brothers 
and a half-sister live in Jamaica. Mrs. P.’s father is alive 
and well, in Jamaica. Her mother died during Mrs. P.’s 
infancy. None of her family has ever complained of ill- 
health. 

Haematology.—Mr. P.: Haemoglobin, i3.6 g. per 
100 ml.; no target cells; electrophoresis showed haemo- 
globin A only. The P. children: On February 20, 1956, 
R.P.’s haemoglobin was 10.2 g. per 100 ml., target cells 2% ; 
Y.P.’s haemoglobin 11.5 g. per 100 ml.; target cells 2.4%. 
On July 6, after treatment : haemoglobin—R.P. 12.3 g., and 
Y.P. 13.4 g. per 100 ml. Electrophoresis: Both children 
showed a mixture of A and C. Mrs. P.’s half-brothers : Blood 
samples were kindly obtained for me by Dr. J. N. Marshall 
Chalmers. On electrophoresis one brother (N.K.) showed 
a mixture of haemoglobins A and C; the other (D.K.) 
showed A only (Fig. 3). 

Electrophoresis.—-This was carried out at pH 8.6, on filter- 
paper, by the method of Smith and Conley (1953). Our 
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findings were kindly confirmed by Dr. H. Lehmann, of 
St. Bartholomew’s Hospital, who also demonstrated 1.9% 
of foetal haemoglobin (F) in Mrs. P.’s blood. Haemo- 
globin C moves characteristically slowly at pH 8.6 (the 
slowest of all the haemoglobins so far described); It is 
readily denatured by alkali. 


Discussion 


Since Mrs. P. is homozygous (CC), both of her parents, 
who were pure-blooded negroes, must have had Hb C. The 
brothers K. have the same father but a different mother, 
and, since D.K. has Hb A only, the father must have 
heterozygous C (AC). Fig. 4 summarizes the genetic data 


available. _ 
? MR. K. 
—(?) 


Fic. 4.—Incidence of haemoglobin C in the P. and K. families. 


The characteristic haematological findings in haemoglobin 
C disease are : (1) marked reduction in the osmotic fragility 
of the erythrocytes ; (2) numerous target cells, with boat cells 
(folded erythrocytes), in the blood film, owing to the ab- 
normal thinness of the cells ; (3) demonstration of haemo- 
globin C only, on electrophoresis. If the disease is in an 
active phase the features of a haemclytic anaemia are gener- 
ally present in addition (anaemia, reticulocytosis, increase 
in serum bilirubin and faecal urobilin, etc.). All cases so 
far described have had enlarged spleens, and most have 
complained of joint pains. 

The haematological findings in the case of Mrs. P. were 
complicated by her pregnancy. Although she was grossly 
anaemic her reticulocyte count was only 2.2%, and her 
serum bilirubin was normal. Marrow examination revealed 
a megaloblastic element. As she gives no history of previous 
ill-health attributable to anaemia the disease may not itself 
give rise to clinically detectable anaemia in her case. There 
must be many such persons, with virtually symptomless 
haemoglobin C disease, if estimates of the frequency of 
homozygous haemoglobin C are at all accurate. Terry, 
Motulsky, and Rath (1954) have suggested a frequency of 1 
in 6,000 for CC, while Smith and Conley (1953) estimated 
the incidence of the C trait as 1 to 3%, in North American 
negroes. It would appear likely, therefore, that with the 
rapid increase of our negro population other cases of haemo- 
globin C disease must already be present in this country, and 
that we must be on the look-out for haemoglobinopathies 
in non-European patients with anaemia. 


Summary and Conclusion 

A Jamaican negress immigrant, found to be severely 
anaemic at routine antenatal investigation, proved to be 
a case of haemoglobin C disease (CC). Her husband 
has normal adult haemoglobin (A) only, and her two 
children have a mixture of A and C. Two of her half- 
brothers (co-paternal) have been investigated. One has 
heterozygous C (AC) and one A only. 

The abnormal haemoglobins were demonstrated by 
electrophoresis on filter-paper at pH 8.6. 

The characteristic diminished osmotic fragility of the 
erythrocytes and numerous target cells were well shown 
in this case. 


An incidence of 1 in 6,000 has been suggested for 
haemoglobin C disease in North American negroes. 
This and other hereditary haemoglobinopathies should 
be considered when investigating non-European patients -° 
with anaemia. 


I wish to thank Dr. H. Lehmann for his heip and for confirming 
the results of electrophoresis; Dr. J. N. Marshall Chalmers for the 
blood specimens of the brothers K; Dr. J: D. Procter, the 
clinician in charge of the patient; and Mr. C. E. Vernon for 
the electrophoretic determinations. The first report of these 
cases, apart from the K. brothers, was made at a meeting of the 
Association of Clinical Pathologists in April, 1956. 
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CARDIAC INFARCTION IN MALAYA 


R. A. PALLISTER, O.B.E., M.D., M.R.C.P. 
D.T.M.&H. 
Senior Physician, Penang General Hospital 


In the changing pattern of medicine in the tropics to-day 
the degenerative diseases, as elsewhere in the world, are 
found to be of growing importance. Before the second 
world war very little was written about cardiac infarc- 
tion in South-East Asia, mainly because of the urgent 
need to study the important epidemic diseases, but also 
because cardiac infarction was still a young subject and 
because there were few electrocardiographs, without 
which investigations are unlikely to be carried out. Even 
to-day there is some difficulty in maintaining an 
electrocardiograph in good working order in a tropical 
climate, and servicing is not always possible. 

In China an analysis of the inci@ence of disease in 
hospitals was given by Gear (1936), but heart disease 
was not common and degenerative heart disease not 
separately mentioned. In Canton Karcher (1936), whose 
patients were mainly female, analysed those who had 
heart disease. Only 2.1% were classified as having 
arteriosclerotic heart disease, but 17.7% had hyperten- 
sive disease. Snapper (1941) when working in China 
rarely encountered myocardial infarction. Tung (1948) 
saw nine patients with it at the Peiping Union Medical 
College Hospital in 1938-41 and nine patients in private 
‘practice in 1945-8. His opinion was that among 
Chinese, although hypertensive cardiovascular disease 
was prevalent, coronary thrombosis and angina pectoris 
were uncommon. Of his 18 patients, 15 were of the 
upper social and economic class. ; 

In the Malaysian regions reports are also rare. 
Kouwenaar (1937) described a case, including a necropsy 
report, in a Javanese. Van Wesel (1939), in writing on 
cardiac infarction, reported five cases of coronary artery 
disease, but these were all in Europeans or Indo- 
Europeans. Soetano Tjokronegoro (1940) reported six 
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ses Ol aneurysm ol the heart, of which tour were in 
" ‘ Zuidema (1941) stated that cases are seen in 


iropeans Indo-} peans ind Chinese, but ireiy in 
natives of Java, althoug! hyperte and arteriosciero 

$s are common. He reported the cases of two Javanese, 
mn of whom w is a doct An extensive review of! 


heart disease in Thailand was made by Bisal (1938). He 
alysed 530 cases admitted to Sirara Hospital in 
Bangkok, of 


which 4 were described as arterio- 


sclerotic in type Although this group was further 
ken down the diagnosis of cardiac infarction was not 
mentioned 


Sengupta (1940) collected the cases seen at the Medical 


College Hospital, Calcutta, from 1931 to 1936 The 
total in this period was only 21, which was 2.1% of all 
liac cases. From correspondence I have had with 


Indian physicians I find the condition is not regarded as 
rare to-day, and Vakil (1949) has published a series of 


uses. In Ceylon the disease also seems fairly common 
Ww Jayewardene ind Jay isekere (1954 having 
collected 270 cases from the General Hospital, Colombo 


during 1952 and 1953 


Scope of Investigation 


nvestigation covers the fot During 
th tients attending the Penang Genera! Hospit 
were found to have suffered n cardiac farction 
I} th ar irct liagnosed fo 
+} firet ne a sec stack are 
n led Ihe hospit is the main medical ntre in tl 
Sett 1 Pen » and Pr nce Wellesley, which 
ted in the north of the Malay Penis " Accommoda 
tior led into first nd, and third class. For third 
iss accom! lation a sma harge iy be made, but mos 
t the patients re treated free The genera medical beds 
of the hospital are divided into two medical units. each of 
which has 60 third-class beds and further beds in the bette 
is wards required wearily ill the cases were 
itients, but a few out-paticnts were seen in consultation 
Ihe diagnosis of irdiac infarction was based on definite 
hanges in the QRS complex of the electrocardiogram, and 
a series Of tracings was taken [ror ach patient when that 
wa possible Th customary twelve lead occasionally 
nore, were usually recorded at each examination Post 
nortem examinations are rarely permitted, and in only 4 
of the 18 deaths was necropsy performed, and in these the 


is was confirmed 


In the four years 89 cases of cardiac infarction were diag 
ed in average of only 22 a year During the sam 

n da year we of 562 E.C.GSs were taken The 
population of the Settlement from which these patients were 
iraw was 527.770 (estimation for 1954) and the average 
vy admissions to the hospital were 9.396 The figure of 
R9 ses in four irs probably a little less than it should 
be. as fewer cases were diagnosed in the earlier part of the 
f stigation This may be attributed to shortage of staff 
i difficulties with the electrocardiograph, resulting in 


ther fewer recordings being taken 


Distribution by Sex, Age. Social Class, and Race 


Of the 89 patients only 13 were women Although this 
w figure for women ma be partly due to the fact that 


fewer women thar nen are idmitted to hospital, this 

«planation is quite inadequat ind the difference can be 
ttributed to the diff nt sex incidence for the disease. The 
ig f the men. by decades, are given in Table I 


Tame I ive Incidence of 76 Male Patients 


No. of No. of 

Age Cases Age Cases 
x 9 years > | years 
1.39 7 O69 13 


40-49 20 4 
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[he average age of the men was 52 and of the women 57 
The youngest patient was an Indian Moslem aged 25 who 


worked as a boatman, and the oldest an Indian cowherd who 


gave his age as 8] The average age of the men by 
nationality was: Chinese, 55 years; Indians, $1; Malays, 
SO: and Europeans and Eurasians, 52. Thirty-two of the 
patients were admitted to first class wards, nine to second- 


ss wards, and 48 to third-class wards. The total admis- 
ms by class are not recorded in the hospital, but it 1s 
timated that there are at least four times as many third 


imissions as first and second in the medical units 


Tt eat diversity of races in Malaya gives an opportunity 
of comparing the incidence of cardiac infarction among 
them. Table II shows the estimated population of each 

Taare Il 
P a 
of N 4 Yearly 
Average 
Penang and — Cases Rate pe 
Race Yea 10,000 
Welleske 4 Years Admissions 
1954 
vese 291,252 4,97 4 12 
I s 70,845 2.7 44 40 
M 157.873 114 8 17-5 
and 
oO 2.574 107 2 
Tota $27.770 9.396 
race for 1954. As these races do not make comparable use 
f the hospital facilities the average year! admissions by 
race ar so given. The significance of the figures in Table 
II e discussed below It should be pointed out that nearly 


the Chinese originally came from South China, those 
n the Province being the commonest. Some of 
the Chinese patients were born in Malaya and most of the 


ther it many years there. The Indians are mostly 
Sout 1, and include both Hindus and Moslems 
Although the habits of these two religious groups differ it 
not le with such small numbers to make any sub- 
liv Like the Chinese, most have spent many years in 
Ma 
Symptoms 
\ comparatively large number of patients in whom sound 
electrocardiographic evidence of infarction was found were 
unat to give a history of any definite episode to indicate 
the attack (Table IIT). Of those included under “typical 
Taste Ill 
Class Typical Episode No Episode 
Sex ) 0 
Th 2¢ 22 
episod two collapsed suddenly and died within three days, 
und of became unconscious but recovered 4 fourth col- 
lapsed week after childbirth, and the E.C.G. demonstrated 
infarctior Soon after this she suffered from hemiplegia 
Practicall these patients had electrocardiographic 
tracings which indicated a recent infarction A few gave a 
history of chest pain some time before coming to hospital 
On the other hand, among the 24 without a history of an 
acute episode most of the tracings suggested old infarctions 
This group usually presented with symptoms of cardiac 
failu #t one presented with a hemiplegia, one with 
cirrho of the liver and heart failure, and one with a vague 


history of weakness and oedema 

Two factors that are related to atheroma and so to cardiac 
infarction are diabetes and hypertension. Both these con- 
ditions are common in Malaya, but I do not know of any 


Jan. 5, 1957 


significant figures regarding their incidence Of the 89 
patients with cardiac infarction, 11 werg noted to have 
glycosuria, and consisted of six Indians, four Chinese, and 
one Eurasian. It is not so easy to assess the incidence of 
hypertension in the series, as many cases were on the border- 
line. If the diagnosis is based on the blood-pressure read 
ings and E.C.G. tracings taken after an attack, there were 
only 15 with clear evidence of hypertension. This number is 
probably too small, and little weight can be attached to it. 


Cases Outside the Hospital Practice 


During the inquiry into cardiac infarction it became 
evident that the total number of patients with the disease 
was small and that the incidence seemed particularly low 
among the Chinese. It was therefore decided to seek further 
information on the subject from the 54 private practitioners 
of the Settlement. A simple questionary was sent to each 
asking for the number and nationality of patients with 
cardiac infarction that they had seen in the previous twelve 
months, excluding all who had been referred to the hospital 
Answers were obtained from 44. Twenty-six had no cases, 
but the other 18 had seen 48—38 Chinese, Indians, 2 
Malays, and | other 


A further source of information was in the coroner's cases 
investigated by the Government pathologist The only 
figures available were for a period of two years. In this 
time there were 16 cases—6 in Chinese, 4 in Indians, 5 in 
Malays, and | in Europeans 

When these figures are added to the hospital figures of 
Table If a more complete picture can be obtained (Table 
IV) 

Taste IV 


No. of Cases 


N of C per 100.000 of 
Population o. of Cases | p | 


per Year Population 
per Year 
Chinese 291,252 47 16 
Indians 70,845 2 28 
Malays 157,873 | 6-5 4 
Europeans and Eurasians 5,226 2:75 55 


Discussion 

The number of patients found suffering from cardiac 
infarction is not large or complete enough to allow of any 
dogmatic statements about the incidence of the disease 
among the peoples of Malaya. Other factors influence the 
value of some of the figures. and these are mentioned below 
It is, however, interesting to note that the same trends for 
ige, sex, and social status appear in Malaya as elsewhere 
The distribution of hospital patients according to class shdws 
that those of higher social classes are more often sufferers 
There were nearly as many patients in the first- and second- 
class wards as in the third-class wards, in spite of the great 
difference in numbers admitted to these respective wards 
About a third of those admitted to the third-class wards were 
engaged in the less strenuous or better-fed occupations such 
is coffee shop keepers, clerks, etc It should be added, how- 
ever, that in some cases age or early heart failure may have 
driven them from manual work. More patients were treated 
by private doctors than were admitted to hospital, and this 
fact supports the opinion that the rich are more likely than 
the poor to be affected 

Is the disease less common in Malaya than in the United 
Kingdom ? In comparing figures for these two countries a 
correction must be made for age because cardiac infarction 
is a disease of older people. In the last Malayan Census 
Report (1947) the number of the population aged 40 years 
and over is given as 219 per 1,000. This is only a little over 
one-half of the corresponding figure for England and Wales 
as given in the report of the Ministry of Health for 1953 
My estimate for the Settlement of Penang and Province 
Wellesley is 78 cases in a population of 527,770 If an 
increase is allowed for the age distribution one has an inci- 
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dence of about 30 per 100,000 to compare with any United 
Kingdom figures. Unfortunately it is not easy to find in 
the literature suitable statistics for comparison. However, 
through the courtesy of Dr. G. M. Fyfe, who is studying 
coronary sclerosis in a Scottish county, I can make use of 
some of his observations. In a total population of 219,502 
there were 429 cases in one year. This incidence is six to 
seven times greater than that which I have found in Malaya 
Dr. Fyfe’s figures were, however, obtained by a special 
scheme of notification by the medical practitioners of the 
area and should be more accurate and more complete than 
mine. They also include angina pectoris in the 429 cases. 
The difference, therefore, is probably less than the figures 
indicate. 

The comparison of hospital! figures is most difficult. The 
Penang General Hospital admits patients suffering from pul- 
monary tuberculosis, infectious diseases, and tropical diseases 
as well as those with general medical and surgical complaints. 
In two small hospitals in Scotland the average yearly admis- 
sion for coronary sclerosis (mostly cardiac infarction) was 
110 out of a total admission of 1,840. The Penang figures 
were 22 out of a total admission of 9,396. This difference 
is very great, but probably can be taken as little more than 
evidence of the different use that is made of the hospitals 
in these countries 

A further point of interest is the racial incidence. The im 
pression gained in hospital work was that it was commoner 
among the Indians than among the Chinese. Further con 
siderations modify this opinion and demonstrate how many 
fallacies there may be in attempting to analyse statistics in 
such a country as Malaya. For example, tuberculosis was 
one of the common causes for admission to hospital, the 
figures by nationality being available. In 1954 there were 
491 Chinese admissions to 98 Indian. Whatever the cause 
of this difference it means that for other diseases the Chinese 
were even more reluctant to use the hospital than the figures 
in Table Il indicate. Furthermore, the age incidence in 
hospital for these two races also differs, there being com- 
paratively fewer Chinese in the middle group of 30-49 years 
Out of 500 Chinese admissions, 196 were over 39 years of 
age and 124 over 49. The corresponding figures for Indians 
were 203 and 93. The number of patients reported by the 
general practitioners was dependent upon memory and can- 
not be accepted as more than approximately accurate. As 
nearly all the doctors work in the municipal area of Penang, 
and as the percentage of Chinese in this area is higher than 
in the Settlement as a whole, the figures have limited value 
n demonstrating incidence. The figures shown in Table IV, 
based on total population, indicate that the incidence among 
the Indians is nearly twice as high as among the Chinese, 
but this apparent higher susceptibility of the Indian must 
remain only a suspicion, as the evidence collected here is 
not good enough to offer statistical support 

In proportion to their numbers the Malays use the hos- 
pital less than the other races. It is certain, too, that they 
make little use of the services of the general practitioners 
The figures available can be accepted only as evidence that 
infarction does occur in this race The majority of Malays 
living a traditional country life as farmers or fishermen have 
little representation in the figures give in this paper 

One would like to give particulars of the diets and the 
people concerned. Some figures are available for the poorer 
section of the community, and these indicate that the intake 
of fat is low: but among the middle and upper classes 
the intake is probably quite high. Financially Malaya is 
more prosperous than most other Asian countries and the 
diet therefore correspondingly richer. So far as racial inci- 
dence is concerned it is of no value, however, to add in 
adequate diet figures to my own inconclusive incidence 
figures 

Lastly, it is of interest to consider the difference in symp- 
toms as shown by the large number of patients who did not 


give a history of an acute episode. Parkinson and Bedford 


as long ago as 1928 described the type with dyspnoea and 


nited Kingdom 


ymmon than in the | 


incidence is higher 
among the Chinese. 

1¢ symptomatology a high incidence 
infarction is noted 
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Medical Memoranda 


Toxic Psychosis Caused by ** Preludin 


Pr 1 new drug for controlling the appetite, is, | 
ng pularity a g those wh r a numbe 

— to slin It w liscovered in 1953 

keted in Germany i 54 It has been on sale 

ntrvy for about twelve months Below is reported 

tr young woma who took preludin in large 
stin fiec result deve 

‘ [ hosis This was at first t ught to be a 

enic $$ I have see his danger ported 

Case REPORI 

[he ged 29 ssistant natron al af 

¢ school run by her mother. She suddenly 

n that the floor was enetized and her 

ewelle ectrified In an attempt to insulate herself she 
er hot-water bottle Her family oked after 

ntil her ad ; nt t three days later 

Or LdMiss sh was dishevelled, tense lepressed, and 
emot t otherwise ti were abnorn findings 
For [ cr netric testing showed mn contusion n 
f cor yusne ind no disorder of perceptior 

™ 4 c pe tive ind xpressed ‘morse for all the 
} caused Chlorpromazine was given, and 

thir she calmed 

( hird day in bos her f telephoned to say 
that he had found amongst her belongings at home a large 
number of empty preludin tablet containers. He estimated 
tf nust have taken at least 1,400 tablets during the 
previous 12 weeks He said that three months previously h 
had discovered she was taking dexamphetamine sulphate 
dexedrine”) tablets, and had asked the near-by chemist 
shi stop supplying her with this drug. The patient, 
when asked about the preludin, admitted that her father 


was quite right. She had taken preludin tablets in order to 
forget everything and to be able to go off and enjoy herself 


with her frends She had needed about a dozen preludin 
tablets to get the same effect as a few dexamphetamine 
tablets gave her 


4 review of her behaviour over the three months before 
she had startled her family with her complaints that the 
floor was magnetized ind her jewellery slectrified revealed 
that she had been very irritable and suspicious. Her fiancé 
had commented that she seemed to “ babble” at times. It 
had been noticed that she had seemed restless at night and 
unduly fearful of burglars In fact, she had gone to the 
trouble of putting talcum powder on her window-sill so 
that fingerprints of any intruder would be readily available, 
and had placed small articles against the inside of her bed- 


room do in order to have warning if it w is being opened 

Her previous personality was that of an unstable erratic 
girl who from childhood had been unreliable. Her personal 
hist showed that thread of instabilit lack of conscience. 


ind disregard for others in her behaviour so characteristic of 
psychopathic personality 


COMMENT 

Preludin is claimed to produce early satiety of the appetite 
without disturbing side-effects Any central effect is said 
to be only that of a very mild elation. Its chemical formula 
shows that it is an oxazine derivation of ephedrine, which 
s more closely related to caffeine than amphetamine 
However, it is known that a toxic psychosis may occur 
when excessive quantities of either of these drugs are taken 

The toxicity of preludin has been studied in mice by 
Thoma and Wick (1954), who found that, compared with 
amphetamines, the lethal dose of preludin by the oral route 
is nearly five times as great They also found that to 
produce the same degree of excitement in unanaesthetized 
dogs the amount of preludin needed was six times that of 
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stimulates the appetite 


_ FRESH 


St. Ivel is a delicious cheese and has an immediate 
appeal to jaded appetites. The skill of the cheese- 
maker together with scientific control of manu- 
facture have been used to produce a cheese which 
activates and stimulates the complex psychological 
ana physiological mechanisms associated with 
appetite, deglutition, and digestion 


lt is a valuable food to include in the diet after 
an oral course of antibiotics or the sulpha drugs 
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mphetamine These last findings were confirmed in the 
human by my patient As stated above, she needed many 
nore preludin tablets to obtain the same stimulant effect 
is a few of dexamphetamine gave her 

Preludin has been used in the treatment of psychiatric 
conditior Spiegelberg (1954) has reported favourably on 
ts use for “ psychiatric conditions, psychopathic reactions 
1 ndogenous depressive states.’ There are also reports 
on preludin in the treatment of obesity by Berneike (1954) 


" stal (1954) from Germany and by Gelvin, 
McGavack, and Kenigsberg (1956) from the U.S.A In 
nor of these series of cases are toxic manifestations 


Amphetamines were placed on the Schedule I list of 


poisonous drugs a few months ago The occurrence of a 
toxic psychos us a result of taking excessive doses of 
preludi which is without som f the protective unpleasant 
le-effects of amphetamine—shows that the latest “slim 
ing drug is n without hazard and should also be 


placed on the Schedule | list 
M. F. M.D., D.P.M 
Consultant Psychiat Chead Royal Hospital, Cheshire 
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Haemorrhage from Primary Carcinoma of the Liver 
Complicating Pregnancy 


P i carcinoma of the liver is a rare neoplast Oo! 
greale arit s sudden haemorrh It suci a 
growth complicating a pregnanc 
CASI 
A ( woman age 
Va id tted 
Sir ¢ n June 23. 195¢ 
g 1eTa 
h \ sn 
On Xa ition he ge 
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A it hea sounds 
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Os t cardiac 
eat stituted, including 
Tt ext da aundice ¢ 
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The urine ¢ ynta ned ilb n oo if d uroDd nogen 
\ present The icteric index was 40 and she had a direct 
isic Van de Bergh reaction A physician thought the 
vas usica 1 lung infection with a supenm 
’ ect hepatitis and mild cardia ailu due 
! xt days her conciti emained ich the 
$a I teract he inaen 1 trans packe 
! Ss was ven, and by J 6 she seemed rat! 
ic gt tr i I } J | nst int A 
week late became quite drowsy and complained of pain 
n th gt j Her te erat was st 
raised I ver was s paipabie below the c marg 
und t R I rossibilit f amoebic hepatitis was con 
sidered Y-ray examination of her chest confirmed an up 


nt of th ver as judged by an elevatior 


the rieht dome of the diaphragn 
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On July 20 she developed severe upper abdominal pain, 
and a very tender mass was palpable in the right hypo 
chondrium Ihe blood pressure fell and her pulse rate 
Started to rise The clinical picture suggested an “acute 
abdomen,” and it was decided to perform a laparotom On 
ypening the abdomen free blood and clots were found. The 
uterus looked norma To facilitate the search for the 


source of the haemorrhage a classical caesarean section was 
performed and a live female infant, weighing 3 Ib. 12 0, 
1.800 g.). was delivered Ihe bleeding was found to be 
coming from the liver [his organ was much enlarged and 
cirrhotic, and its capsular surface was covered with large 
clots of blood It was obvious that nothing surgical cou 

de done Ik I the condit or A sn | 


noved for histological examination and the abdomer 


portion cl liver was 
closed atient’s condition was now grave and she died 


14 hours 


was retused 


Permission tor a post-moriem examination 


The pathologist's report on the biopsy specimen was 


The normal architecture of the liver columns is lost it 
many areas and the cells are many layers deep, with much 
nitotic activi Areas of haemorrhage are 


m 
Diagnosis : hepatoma 


COMMENT 

All investigators are agreed on the comparative rarity of 
primar carcinoma of the liver In a review of 76 6 
nec psies p med in the lt ited States ol America 
Blatchford (1952 ind o1 183 cases Pull (1932) und 
134 cases in a total of 17,664 necropsies performed in Singa 
pore an incidenc ft 0.7¢ Ihe disease appears to be 
iess COMMON In races ng under the conditions of V’esterr 
civilization and to be more common among tropical and 
Eastern peoples—-for example, the Bantus of Africa, th 
Japanese, th nhabitants f South China, the Philippine 


Islands, and the Malay States (Webb, 1945) 


It has long been recognized that primar arcinoma ol 
ine ver arises imost inval ly. in v s which a C ail id 
cirrhotic Muir (1908) ps it that it 1s particular 
prone to develop in that type of hepatic fibrosis characterizec 
picu S nodular iasia The racial and ge 
graphical cidence f tl ondition does suggest that 
primary carcinoma of the live tropical cirrhosis iT 
associated, and the latter is now era eved ti s 
from a diet deficient in protein [here is good reason to 
suspect that this patient's diet, in common with that of many 
others in this part of the world, was deficient in proten 


although containing enou 


wasting In searching ogical factors attempt iV 

been made to implicate infestations with intestina irasit 

such as Entamoeba histol) 1, Schistosoma, and Clonorch 
nensis as precursors of primary carcinoma of the liver 


but no convincing evidence is available (Trevathan, 1954) 


Haemorrhag: e of the liver in pregnancy ha 
peen | n nan ot cases, Dut the 
comp vcen the sult of the hepatic 
lesions psia Rupture of the normal liver fron 
direct trauma, unless of severe degr s said to be unlih 
In the abnormal liver even minor trauma might precipitat 
a break in a capsule weakened by disease (Schnabel, 1935 
Therefore is known disease of the liver, ruy 
ture of the organ st tl ght of in the presence of a 
picture simulating a ) acute surgical condition in th 
abdomen 

I thank Professor B. H. Sheares f permission to publish this 


ase report 


T. Writson Roppie. M.B.. B.Ch.. M.R.C.O.G 
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igement of patients in a recovery room is considered in 
7 eta The control of pain and infection shock and 
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. e first dealt with There follow chapters dealing 
r t t 
illy with the post-operative management of patients 
alties Indeed, the book provides a manual of 
: W. D. W. Broos post-operative care There is an additional chapter on the 
treat t of medical emergencies. The contributions are 
ANALYSIS OF PERCEPTION iriable qua and there is of necessity much repetition 
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a question of CONFIDENCE 


Doctors can lepend on ACHROMYCIN*® tetracycline to win the 


I confidence and 
ce peration of tl ing¢ patier for a comprehensive range of preparations 
has been formulated to make a special appeal to children and infants. For instance 
cherrv-flavoured Syrup and Liquid Pediatri Drops chocolate-flavoured 
SpERSOIDs* Oral Suspens yn with a delicious ‘taste ippe il’ such preparations 
as these readily transform the treatment into a treat! At the same ume they wu 


the physician’s confidence as they ensure effective therapeutic dosage of 


AcHROMYCIN tetracycline the broad-spectrum antibiotic that has earned its pre- 


eminence on the solid basis of consistently good results. ACHROMYCIN will frequently 


secure a prompt successful response where other measures have proved inetiective. 
prom} 
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The effectiveness of ae? 
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is due to 
the hydrocortisone being inciuded in 
* the Neutral Base, thus any skin irritation due Po 
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PREPARATION FOR ACTION 


The Negotiating Committee, under the joint chair- 
nanship of Sir Russell Brain and Dr. A. B. Davies 
( ng for Dr. A. Talbot Rogers), is meeting the 


Minister of Health and the Secretary of State for Scot- 


land on Friday of this week. This is nearly a year 


ifter the B.M.A 


intended to 


informed the Minister that the pro- 


mon 
ression 


make a claim for more pay in view 


of the increase in the cost of living since March, 1951 
Since February last year the two sides have exchanged 
several letters, the Ministers have met the profession’s 
negotiators On one occasion only, and the profession 
has backed up its insistence that the Government has 

moral obligation to continue acting on the Spens 
recommendations by sending the Ministers a carefully 


tl But the Ministers 


argued legal statement of the case 


have refused to acknowledge that the translation of 


the Spens recommendations into the changing post- 
var value of money was to be a continuing operation 
In fact they have followed the example of a succes 
sion of Ministers who since 1948 have tried to ignore 
what is implicit in the reports of two interdepart- 
mental committees, the recommendations of which 
were accepted by both Government and profession, 
and which persuaded a reluctant body of medical men 


women to take part in the National Health Ser- 
vice in 1948 


the Government, by its apparent repudiation of the 


and 
Doctors are united in considering that 


Spens reports, has broken faith with the profession 
The employees have lost all trust and confidence in 
their monopoly employer. One sign of the present 
discontent with the Government’s attitude and the 
the N.HLS.. is 


months the number of doctors inquiring at B.M.A 


conditions of the fact that in recent 
House about possibilities of practice in the Dominions 
and elsewhere has increased from an average of three 
a week to about five a day. 

This Journal went to press in advance of the meet- 
ing with the Ministers this Friday. In view of their 
attitude during the past year we shall be surprised if 
they do anything more than find another formula for 


saying “No!” Our negotiators have shown exem- 


plary patience and great persistence, but, unless the 
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omens are brighter this Friday than anticipated, it 


may soon be time to admit that negotiations have 


failed to make any impression on the Ministers 


2 Committee’s are, of course 


Negotiating 


powers 
limited to negotiation on an increase in pay in 
of the Spens recommendations. If the Ministers bring 
these negotiations to a halt, then the organized profes 
sion as a whole will have to decide what its policy 
vhat hould advise. At the 


should be and action it 


moment the important thing is to take the machine 


for action out of moth balls. The recent meeting ol 
the Council of the B.M.A. was followed by a meeting 
British Medical Guild, the 


bership of the latter being almost identical with that 


of the Trustees of th« mem 


of the former Both the Council and the Guild 
[Trustees considered preparation for action to be 
urgent, and the Secretary of the Guild, Dr. A. Macrae 


has invited doctors in different parts of the country to 
set up local committees of the Guild with membership 


representing all branches of the profession. [i is pr 


posed, too, that these local committees, when formed, 


should appoint local conveners or group organizers 


Ihe area covered by a Guild committee corresponds 


with the area of a local division of the B.M.A 

The Guild was established in 1949 to do those 
things which by its constitution the B.M.A. is pro 
hibited from doing. The B.M.A. cannot undertak« 
what would be held to be trade-union activities. The 
Guild can. The Guild cannot determine policy. The 


and does The Guild is an instrument 


B.M.A 
for 


can 
action, for carrying out legally policies decided 


by others. If, for example, the Representative Body 


of the Association decided to advise withdrawal from 
the National Health Service it would be the Guild 
which would organize and finance such action and 


member financial 


compensate any suffering serious 

hardship as a consequence he money for this 
comes from the Trust Funds of the three main 
branches of the profession. It should be stressed 
that the activating of the Guild machinery is a pre 


cautionary measure an obvious measure to neglect 


which would expose those’ responsible to justifiable 
criticism. If the profession is forced by the Govern- 


ment’s failure to honour its word to consider with- 
the National Health 


some have suggested, to work in a 


drawing from Service— ¢ventu- 


ally, as new and 


better form of service—then the mechanism must be 
rhis is what 
is being done now, no more and no less. No deci- 
sion to act has been taken. When the Council of the 
B.M.A. meets at the end of January it will then know 
the outcome of this week’s meeting with the Minister 


geared for action and well lubricated 


and the views of the Negotiating Committee on it 


The profession may well be on the eve of a severe 
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in alkaline buffer normal haemoglobin migrates 


towards the anode faster than sickle-cell haemoglobin 


tion of electrophoresis to haemoglobin has 
led to the discovery of seven, possibly eight or even 
further haemoglobin variants. Fortunately at 


in early stage rules for their nomenclature were 


adopted Normal adult haemoglobin is named 
haemoglobin A; sickle-cell haemoglobin, which was 


t first called B or b, is haemoglobin S ; and foetal 
haemoglobin is designated by the letter I All other 
haemoglobins are assigned letters of the alphabet in 
order of their discovery beginning with the letter ¢ 
(since B or b had at one time been used for the sickle- 
cell haemoglobin) unless as in the case of the first 
three haemoglobins there is a letter with a special 
mnemonic association. Haemoglobins C, D, E, G, H, 
I, J, and possibly K and M (for the methaemoglobin 
of Hérlein and Weber) have been recognized. Apart 
from S and D they all differ in their electrophoretic 
properties. S and D cannot be told apart by electro- 
phoresis, but the first causes sickling and the second 
loes not. Not all these variants have been examined 
with equal thoroughness ; some have been seen in 


only one or two families. It seems that they all are 
} 


h H 


may not be present in the phenotype of the AH geno- 


inherited as simple Mendelian characters, thoug 


type unless formation of haemoglobin A is partly 
suppressed by additional thalassaemia he haem 
is the same in all the haemoglobins ; only for M has 
a specific difference been claimed in the visible spec- 
trum, and only F has a specific spectrum in the ultra- 
violet region ; no differences have been found in either 
the visible or invisible spectra. Haemoglobin S$ 
differs from all the others by its low solubility in the 
reduced ° form, but otherwise only very minor 
chemical and physical differences have been described 
V. M. Ingram'* has recently compared the polypep- 
tide chains—some thirty in number—which make up 
the haemoglobin A and S molecules. One chain from 
haemoglobin S differed in its electrophoretic and 
chromatographic properties from its counterpart in 
haemoglobin A. The difference between the two 
molecules seems to lie therefore not in the folding of 
the polypeptide chains but in the amino-acid sequence 
in one part of one of these chains. This is of genetical 
interest, because the formation of S must be due to 
the mutation of a single gene, and we may visualize 
gene action as directly affecting this aspect of haemo- 
globin synthesis 

Red cells which do not contain any haemoglobin A 
seem to be thinner than normal cells, with the excep- 
tion of those of the one homozygote for G described 
so far.’ All the other homozygotes for abnormal 


haemoglobins suffer from a haemolytic anaemia 
Target cells are prominent in the blood smear, an 


Dr. H. M. Rice describes in this issue of the Journa 


(p. 25) a patient in whom this phenomenon led hi 
to an examination for abnormal haemoglobin. The 
anaemia may be compensated in some instances. H 
Lehmann and his colleagues*’ described recently 
Burmese who were presumed to be homozygous for 
haemoglobin | Though the mean corpuscular 
haemoglobin was greatly reduced, a compensating 
polycythaemia had restored the haemoglobin level 
to nearly normal. Dr. Rice’s patient turned out t 
be homozygous for haemoglobin C, but once her 
anaemia of pregnancy was successfully treated het 
haemoglobin level rose to 14.7 g. per 100 ml., yet 
the proportion of target cells remained unaltered 
Heterozygotes are usually quite unaffected, unless the 
single gene for haemoglobin A cannot find its full 
expression because of the presence of an additiona! 
thalassaemia gene. In thalassaemia no abnormal 
haemoglobin is found, but formation of haemoglobin 
A is suppressed. A severe haemoglobinopathy results 
in the thalassaemia homozygote—thalassaemia majo 

but even the heterozygote may present with anaemia 
of varying degree—thalassaemia minor 

Patients with haemoglobin S suffer pathological 
changes due to intravascular sickling in addition t 
the haemolytic anaemia The crises and other 
thrombotic and infarctive events are restricted to 
the sickling homozygote or to sickling heterozygotes 
in whom the proportion of haemoglobin S is high 
this is frequently the case in heterozygotes for S and 
C (sickle-cell-haemoglobin-C disease) and in AS 
heterozygotes with an additional thalassaemia trait 
(microdrepanocytic disease). Heterozygotes for S and 
D also suffer from a modified sickle-cell anaemia with 
sickle-cell crises Cases have recently been reported 
of splenic infarcts even in simple AS heterozygotes 
who were exposed to anoxia as it occurs in high fly 
ing,”’ and both sickle-cell homozygotes and hetero- 
zygotes are often unable to produce a concentrated 
urine,“* presumably because of intravascular sickling 
in the kidneys. 

The geographical distribution of the abnormal 
haemoglobins suggests that mutations for a new 
haemoglobin gene must be ra: Haemoglobin (¢ 
the subject of Dr. Rice’s paper, is found at high 
frequency in West Africa, and it has been found 
wherever West Africans have been brought. - It i 
therefore seen in American negroes, in North Africa 
and in South Africa, but not in East Africa 
Haemoglobin S is found both East and in West 


Africa and wherever African slaves have been brough 
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now some evidence that the number of ch ren wh 
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So tar as respiratory diseases are concerned asthma 
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found at medical inspections, and about 1,000 children 
with asthma are in schools for delicate children The 
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INCREASE IN BENEFIT 


The weekly SICKNESS AND ACCIDENT benefits 
insured by with-profit policies in force on 
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BY ONE-SIXTH 


and 


A REVERSIONARY BONUS 


has been allotted to each with-profit policy entitled to 
participate. The record bonuses declared five years 
ago have been maintained. 


LIFE ASSURANCE REVERSIONARY BONUS 
PER ANNUM has been allotted for each 
aw £100 assured on all with-profit policies 
entitled to participate. 


REDUCTION IN RATES OF PREMIUM 


A new prospectus has been published with substantial reductions 

in all rates of premium for with-profit Sickness and Accident 

Insurance and in most Life Assurance premium rates. A copy 
will be sent to you on application. 


THE MEDICAL SICKNESS ANNUITY AND LIFE ASSURANCE SOCIETY LTD. 
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Telephone: LANgham 2991 and 6496 
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COMMON INFECTIOUS DISEASES IN 
GENERAL PRACTICE: CLINICAL* 
BY 


WATSON, M.D. 


é is a reminder that our existence in this world 
y Chalienged by our microscopic neighbours 
first nd our capacity t esist 1 nis a 
on f our surviv Consideratio of this 
| the il at | il 
tance yf the § esponse 
if tle ve rstand ne re usel 
1u iw these wot int eg 
ves practice Ja iryv. 195 
ease ed 70 new visits 
dre ind 2 n adults. Even in July 
ed A) new calls in 
I If 1 adults 
e of these different infections has varied 
hist In this intry infectious diseases 
to tw nau Zroups those due to viruses 
e ft ie of protozoal orig 
in tropical count re -da 
tered here Those i tio! reflec the 
VC ave Successi y pu ip betwee our 
ne imsect parasites since U vhen 
ie ind typhus were Ireq lentiv seen in 
I 
ecent years another barrier has been created 
hemotherapy id the antibiotics These 
pons Nave us emporary 
! the pathogenic bacteria—-tor how 
clearly toresee Against what are possibly 


enemies, the viruses, we still have only our 
sistance to rely on. The responses of the body 
ision ind the damage done by the 

rether make up the varied clinical picture of 


d described 

O Encyclopaedia, 1952; Walker, 1954), Plague 

phthisis id pre Ci era had il 

d or described beto YO fapeworn 

as k vn to the Jews of the Captivity, and 

hit th paralysis of the palate is referred to in the 

Pr ITiS d mumps with its 

lescr crates 300 BA The 

nva bh t nan was 

L Ce s 100 S BK On the other hand, although 

ec ecog ed a ffecting an Egyptian 

bout 1000 Bx Osler, 1912), the first extant 

lescription of it dates only f about a.p. 900 b 

k Basra He also first described measles, but as 

f smalipox, not as a separate disease It was 

S I 1675, who first showed that these two were 
also named scarlatina and mentioned its var 

ence Just before his time three other common 

id been first identified—syphilis in 1493, chicker 

j $53, and whooping-cough in 1578 After Syden 

here was another lull until German measles was de 

jin 1752 The early nineteenth century saw several 

uses separated from the gener of infection 
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h h k I} t f 
de C in | 
pat h pertus aAcep h 
total numt coughs 
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ind give good i guide to their pl res nd to 
va | es itment 
I putic e next look for evidence t iocal t 
cl nd the sy I} « une of sor 
c wet Xa ) 
of th oO i iph cle \ 
survey among children carried out at his f t ) 
J. R. Robertson showed iipable eniarge nt { 
post-cervica lymph nodes was dom tound in intar 
became increasingly common in children ol 8 \ea 
was ies equent again n the ns Th sud 
now being further studied in the S.E. England Faculty 
the College of General oners, with the help of D 


| old physiciar xamined the ses witl est 
cal discover! for exa ye, tl tor ple 
the sweet taste of gly ria, and Koplik’s spot } 
still taken on trust | some of us The import ‘ 
searching for physical signs can be exemplified uf ) j 
how difficult it wuld be. even no to distis st 
without its ras! We eed to study the m x thematot 
viral diseases more closely looking and fe ) fresl 
ibnormal siens Blood examinations, includin serology 
the acute and convalescent stages, throat swabs throat 
washings of the patient and his mediate contact } 
collection of sputum for bacteriology or of faec il specimen 
for both bacteriology and sometimes r virus atior 
these can all on occasion be important laboratory aids, but 
not short cuts, to diagnosis Nothing can take the place of 

gular and frequent examinatior ur puzzling cases of 


infectious disease, for it is at the bedside that we w 


ur first glimpse of a new syndrome 
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Cold, damp and smoke just the right combination to produce the fog 
vhich sets people cougning and sends them to their doctor in search of relief 
And relief is readily available with the M&B brand cough linctus ‘Phensedyl’, 


which contains promethazine for its prolonged antihistamine, local analgesic 


and central sedative action, ephedrine for its broncho-dilator activity and 
codeine for its depressant effect on the cough reflex. Whatever the cause of 
cough — whether it is “ smog”, smoking, the aftermath of influenza, or 
a more serious condition — these properties of ‘Phensedyl’ usually bring 


relief. They provide the right combination 
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tt the need fx is ck at tl uld cases the vas ily about 4 among the averag 
‘ blet cases mse ibol thre nes } im ‘ is 
nyectic especially if polromyelit pr t was ten times this figure I he were propor ately 
) mild Cases sles } d young child 
visit leaving | shall be [0 han Those Sct are 
he night Unt recently L was § content th } portion « nild cases v { pi f i \ 
ispirin this purpose i feverish le hose wi ‘ led that 
ire © a case wron hick who w lt complic ns did un 
We are a ta tt ere fect tf hest tha if 
n rtis i ppressir h pre y childret te t edia wa rf 
} het tic lisease nde ide ty the cick 
esses ft dy re ti complications scarce doin difierent type prac 
H St 1 this dang ny ouse n double idencs mpl 
ifluer ry d ed | d du h If in 
Yecome more xtens | fected } thy the hild showed at the f t phy cal « ihat 
n in those wh« e dosed t selves \ ) n me tl icid nf ions 
nds bef isking hel due se 4 t t 20 d i 
reduced resistanc Th t n inary ck ind t Of the isics Wa 
h needs h mor nica nd lab« Ev Lt torv of infe hest 
x ver j reased the comy itions rate, pa arly whe he me 
( t ke t the susceptit itself was d nis wa i { f the child wa 
} 5 kevs t eliti wi 1 we d ¢ cat h 
( fluer th amount of p ne howeve ve Kit the averag na 
She its not I iceat where ne W re 
€ aspirin leve id headact Instead of } tal inciden mmplicat 
d the summer and autumn n isles, the phonamide ic, withor 
1 prescr g asp it nig xcept it reference tf f f these f 7 ed it htl il 
j 1 looking for good sedative and an types of practice and f ill grad rit ! i 
hich is t ant ret ol average severity. how t lence { tit 
¢ ect omatic trea t. there is nedia and other a complicatior yas lowered ft th 
, ne dross hich 1 would like to = utine use of sulphon j th h onl t the co ! 
eral years I have bee full doses doubling the rate for j na plications. The rout 
leate in children with chicken-pox for the se Of ( penicillin or other antibiotic dw ta 
which characteristically acc , h isi cidence of compli n ight It had least effect upo 
54 In children who were expecting an attack ne te for otitis dia in tl ordi ise nd most 
h been able to start taking their tablets as soor upon the rate for pulmon cations in sever I 
eared I have found that the Iptior To s outine t i fe 
the drug in two respects: first smaller propor it ) net health hild und ong an ordin 
sf go on to form blisters by the fourth da ittack of 1 i Te deed it may do | } If. howeve 
round wh bliste the ris f erythema tt tt health f it ttack meas iged 
In one family the mother was kind enough t t € ul there a d dnorma 
ent of the first difference for me her signs pI { ches th t it er 
The elder was not tr ed with me umin will probat q ! In decidin he ibl 
h ont he had 154 spots f which 4§ dr ) h child th 
ind hi k 211 I hich 39 | red the t ne ot ct | phy ict W 
His younger brother had a hea p pot lore wait ! the 
‘ the condarv case rd 02° such nt her tl embark uy an 
d But his 286 spots u t T i f ut These d » hel; 
) blistered and only 28 (9 yut of 14 ssist the challenge of < bacte | ighhe but on 
Ta whe ippropriately used 
Male B ( 
Summary 
: as ‘ Infectious diseases may account for more than 50 
of new sits in Enelish nt pra sin 
B I 8 before 500 B.c. d ptions of epidemics based ) mar 
P unaided nses ha survived, bt 1 th tt 
8 | ‘ microscopy provided a new ins of differe ting 
between one nd nothe ) yf 
ly 
College of General Practitioners’ Report cterial diseases by antibiotics has brought viral inf 
tions into fresh prominence. A descriy { epicde 
b of treatment, I want finally to refer to the 
se of s phonamides and cise ises Ol orig nased on ex nina ) 
easles Th s ac f still remains an portant d I eve I oct 
g 1 keep records se of Ni ins ft lone the ) 
que ina Ww ifectious disease { rd I tempe 1d 
nfl ‘ the progress chart whooping 4 n be Kept 1 man 
plicat ng child homec Sor +} Sit ting fo 
t i be pr ted The results th . 
sed on 4,728 is, have aS example, enlargement of the posteri r ph 
« nave een Lisnec 
ge of Genel Practit odes 
} it the set of their measles genera practice reatment of infectiou lisease 
hat it is the severity of the me tself which yften starts towards nightfall, and some p ie are 
ined the incidence of complications Amone ments against the widespread use f aspirin ar r1VE 
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i Kee ung chaps oper } Ie It is not this « tha j pe 
hac so bad D ne eight gz ships dynamic relat i ther cx | ning ftactors 
M ard) I had a 4 ) cas i ck nes what th flect will I examp L pe 
dh d of th Often there I njoy excellent healtt he smoked 40 cigarette 
t i hf vwoks f the irsi . nd day rovided his e was ely free tro ther sot 
t h doc None have died had s » d but suff dt seve sses ire tt 
night develoy In th tter ¢ he 
ervativ ht in English he ta quantity has raised d ential of the qu 
a the f ‘ degree 
\ i ti K ta It should werstood that ittle ue 
dd d tal nt g I adults to change their habit Heb ed respon 
iga f th pers t | ned 
s] d pied d work ipt I The re mm bet whereby the individual 
at d derg t Appendic ec socia determined stresses de t 
erhay rd in individ ust perc a diff t il that i 
e tin has ne i teaching if ore pr ert om witl his It 
ge h tals perate nee, if obvious that habit veINg q d n sonahit 
he eise, do I perate It isa sing being shaped in the urliest ve As h ss me 
if licect i t de tension of our day, its ce Is be I¢ educat 
victim the National Health S based upon a iri ind punishn 
< etc 
GeorGce L. ALEXANDER Perranporth, ( . D. JACKSON 
Rupture of Hind-waters and Haemorrhage Sir.—In view of the fa ha y let Journal, Decen 
| c p hind-waters by means ber 15, 1956, p. 1426) has cted the at n of th i 
has been popt f some \ press, and that certain ill-founded conclusions n be draw 
P e fore-waters The main obiect fron may I explain that my pt sec in writing w n 
the me ranes as against low ruy to defend smoking, mn wa t al npt to contradict th 
" he prese ' f the fore-waters as a barrier evidence compiled. It was the hope of hearing the view 
nfection * series of 500 induc of other doctors tably those who hav xperience of pi 
' f the membranes was carried out tice abroad, th I wrot he first i c | should Ik 
it B ley Hospital This series p ided to learn | wide has be U heid of tigat 
hic unt preferable t w ruptul rms of peoples, the vironment, smoking habits, etc 
" w of reventior f genita f London. E.9 ( I. G. FRANKLIN 
f the series is at present being id 
’ h interest th cle by Drs. J. K. Russe Sir,-—Is there ar ea se in arge-s nvestigation t 
S nd R. Yule , December 15 1414). help the hardened smoker t ome his addict $ or 
us complicatic sused by of your correspond iggests (Dr. D. G. I i 
nd-waters sulting in the death of the Decembe I 4 I P th is on 
Evar d Blaikle t 1 a case one way, a aK ip LS nind give up tt 
ture « } ’ ybranes caused sep ition of habit and to abide I decisio I did U years ag 
7 eedin Cae rean was and | know how hard 
1 a dead baby was delivered. The moth | have no wis appear to be placing myself on 
1 shock pedestal, for, of course, many have gone throught the sam 
procedure upture ‘ the fore-waters never fails experience l am ¢ 
1 out with due care, the oc rence of cord Shert D B. PICKERING PICK 
sf ig ry if the liquor is scant 
f postmaturity, the presence of a {cetal N-Acetyl-para-aminophenol as an Analgesic 
forceps p that the membranes have 
P SIR In the light <« Mr John Hajnal’s lette Journa 
I have atched others introduce the cannula 
i n different directions in this type of case in ar December 15, 1956, p. 1430) and of oth c ments which 
o dt igt til. finally, a flow of blood have reached us, the analysis of the inical trial of 
1 i the pia ita had been sepa ated Whatever N.A.P.A.P panado made b . : Newt an 
be to low rupture of the membrat iS Tanner, Journal, November 10, p. 1096) requires some 
, oe af labour. i does not involve such further discussion The point at issue is raised th 
atte part of ou ] where w claimed to tablist 
fescribed f Russell « a an ere 
Bruce ETON that, while the maj of patients pref d tab. codein. cx 
ather than N.A.P.A.I gesic signifieant nbx 
consistently were of the p that N.A.P.A.P ) 
~ 5 “ eftiective them In statistica language at 
42 have demonstrated a significant drug-—patient interactior 
‘ 1 71 As M Hainal st the our table Il ha ni 
degre ff ca It should so, howev t based or 
Smoking and Lung Cancer numbers of subiect ither than numb« f pref : 
ght of modern psychology no scientific that all the f ; I ncludit hould | 
S such sit s Smoking 1 halved s thus 4.8, which, f 1 de f d 
Mode ha shift ir giv i probabilit f 0.04 Th s still ht! 
f ¢ fr tha R howeve | dis Si submitted f put ’ B 
’ chair ' that of t net? ind circul d n pt with p f 
i beh f ) g cle we showed that tt thodox test n bl 
hodv nitary resp ’ i in this case owing to the small expectations With th 
j ditior f which that organist esults in ot ble the exact t t happens to giv 
1 c j ns Dp soc wi ve ich the same level of nificance and thus leads 
j ; use $ ¢ ny t | the same ult It was because of this that we frained 
tion upon the whole bel » organisr from writing to you before 
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kee ng chaps peraling u le It is not this per g I 
t so bad During eight ) ships dynamic relati » a } ther conditioning ctors that 
ard) | had about 40-50 ses at ine wi he flect will ex pers 
f ed ! Often there ht en) excellent healtt h noked 40 cigarette 
{ hfu ks th Si siste ind day rovided his life was atively free from ther sourc: 
t 7 W Na Ss ss wi i not vivid ioked n 
r dor N h died had s { lay but suff df se ve SSE t th sot 
ight develop t In the latte e the s 
2 n hospita quantity has sed different t the equired 
d the wi degree 
t “ i K pe It should be lerstood that ft little ilue t ¢ 
d « d I adults to change the habi Hat earned respons 
a iga of tl pers n cond ned 
a pied ad vork ipted 1 Tt ren whe t the ind dual re € 
a und pr aicect ec soc dete ied stresse der t t halt 
perhaps time nd n individua st percciy diff nt hat 
he t aS I atic teaching more powerf ter om within his pers it It 
ge ce, il obvious that habit ing ed he sonalit 
where else, do not operate. It is at nusing being shaped in the earliest years 4 the mass n 
ipy licect iy not ke tension of our day, its source is to be fe d in educat 
ctim the Nationa Health Serv based upon a | nd punishmen 
etc 
GEORGE I ALEXANDER P D. JACKSON 
Rupture of Hind-waters and Haemorrhage Sirn.—In view of the f 
the hind-waters ber 15. 1956. has 
beer ypular { sj press, and that c I-fo 
e f waters The mair ject fro it iv | explain tha 
the branes as ine ow defend smoking, 
ep f the fore-waters as a barrier ¢Vidence compiled. It was 
nfectic A ¢ $00 induc of other doctors. notably th 
pture f the embrane vas carric . tice ab d, that I w 
it B ley Hospita This series p ded learn 
hiet ul p er ur terms of peoples the 7 
f reventic f infectior London, E.9 C. J. G, FRANKLIN 
the series is at present being 
d th interest th rticle ft Drs. J. K. Russe SIR Is there ar il use ul large-scale investigation t 
nd R. Y } , December | 1414 help the hardened smok vercome his addiction, as or 
te complication ed b your correspond suggest Dr. D. ¢ Isma Journ 
" i-waters. resulting in the death of the December |! 1956, 4 I [ on there is onl 
cas f - . Blaik e case one way, anc that is t yak ip on nind ve up th 
ture of tl Y branes ed separation of habit and to abide by the decisio I did so If i ig 
id seve eeding Ca € ection was and | know how hard it ts 
r i sy was delivered The mother I have no wish Appc to be placing myself on 
ind shock pedest f« f course, many have gone throught the sam« 
dure rupture of the fore-waters never fails experience.—I am, etc 
ed out with di care, th sccurrence f d S B. PICKERING 
d be very Even if the liq $s scant 
ses of postmatur the presence ol et N-Acetyl-para-aminophenol as an Analgesic 
tery forceps proves that the m branes hav : lta 
I have watched others introdt e cannula Sir,—iIn the light of Mr. John Hajnal’s lette Journ 
different directions in this type of case yan December 15, 1956, p. 1430) and of ther comments which 
iy igt until, finally 1 flow of blood have reached us, the analysis of the clinical tral of 
the placenta had been separated Whateve N.A.P.A.P. (“ panadol mad b tw f us (Newton and 
may be to low rupture of th bi as fanner, Jour November 10, p. 1096) requires son 
nductior sbour. it does . ve suct further discussior The point at issue is raised tk 
described by Russell « l an c latt part Of Ou cle, where we claimed to re 
BRUCE ETON that, while the majority of patients pref d tab cer 
ather than N.A.P.A.P. as ilgesic signifeant numbDe 
Brit vw consist were of the opinion that N.A.P.A.P. was 
J or G wre Brit Er 44, 45 etlectiv them In statistical languag laimed t 
4.2 64. have demonstrated a significant drug in 
sneer. J. ¢ Gyne S6, 71, 2 As M Ha states. the in e Il ha n 
1 deg don It should als¢ se based or 
Smoking and Lung Cancer aumbers of aublects. rather then pref 
‘ ght of modern psychology 1 scientific tha ll the figures he table, including should b 
hes to sucl Oposition as Smoking i halved thus 4.8, which, f 1 deg f freedor 
Modern science has req d shift in giv pr bilit f 0.04 This still slight! ct 
f ‘ f tha f howeve dis sio! bmitted f put tion to B 
nk« chair to that of stems tl ? nd ci lated in manus x with wrints of ot 
: oy itv and behav f a human being ticle we howed that th rthodox t s n ibl 
body) is nitary n this wing to the small expectations With th 
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Th conditions e pr C What very much the same level of significance and thus lead 
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Looking 
at two 
aspects— 


Whether sedative or expectorant therapy is required in the management of cough 


appropriate selection may be made from Allen & Hanburys outstanding cough 
ETHNINI a sedative elixir, or PIRIEX, an expectorant Linctus 


preparations I 


ETHNINE, a palatable and effective PIRIEX, a carefully chosen combin 


cough sedative containing pholcodine aiion of an improved antihistamin 
is rapidly replacing preparations of of low toxicity with expectorants, 
rd > in tl suppression of ex unsurpassed in therapeutic activity 
ful wher stimulant expectorant linctus 
iusting and harmiul unproductive 
is indicated 


yugeN in hildren, idults and elderly 


patients Piriex effectively liquefics tenacious 
sputum and Its prompt val 

The advantages of Ethnine are im its 
It Is also ¢ clive 

effectiveness with low toxicity, and and is invaluable in the treatment of 

its freedom from side effects such as congestion of the upper respiratory 

constipauion and digestive upset. tract. 

For sedative cough For expectorant 
therapy therapy 


Trade Mark 


ETHNINE | PERT EX 


if Pirit I ) 
Bottles of 4 and 80 fluid ounces Bottles of 4 fluid ounces and 2 lit 
tai P cr p pi d 
ntainine 4 mo h odine 
cont lung mg. pnorcodine in cacn ite n h 
teaspoonful (4 c.c.) 4 c 


““LONDON.- 


“GREENBURYS. BETH. LONDON 


ALLEN & HANBURYS LTD 


TELEPHONE: BISHOPSGATE 3201 (20 LINES). TELEGRAMS 
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aspect 


Whether sedative or expectorant therapy is required in the m inagement of cough 
appropriate selection may be made from Allen & Hanburys outstanding cough 
preparations—-ETHNINE, a sedative elixir, or PIRIEX, an expectorant Linctus 


ETHNINE, a palatable and effective PIRIEX. a carefully chosen combin 


cough sedative containing pholcodine alion of an improved antihistamine 
is rapidly replacing preparations ol of low toxicity with expectorants. i 

unsurpassed in therapeutic activity 
codeine in the suppression of ex cfa ctivil 


where a stimulant expectorant linctus 
is indicated 


g and harmful unproductive 


cough in children, adults and elderly 


patients Piriex effectively liquefies tenacious 
sputum and aids its prompt removal! 
The advantages of Ethnine are in its It is also an effective decongestant 
effectiveness with low toxicity, and and is invaluable in the treatment of 
its freedom from side effects such as congestion of the upper respiratory 
constipauon and digestive upset. tract. 
For sedative cough For expectorant 
therapy therapy 
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) For the ‘bilious’ or ‘liverish’ patient \ 
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DEHYDROCHOLIN B.D.H. 
| labiets for oral administration, each containing 0.25 gramme of dehvdro- \\ 
\ hol acid bottles of 20 at 3 und 10 ut 13 Basic N.ILS. price 
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ntestir have been transient. set g down afte psychological probler ! instance ven ‘ 
48 t fluid placemeni knew | was preer hav wh 
bout | } encountered during the past my tre rent I als bet ore ng pr 
ter s the g c retent has persisted much longer, f sidered the cause of hyperemesis be psychological 
veriods of 6-12 d cidental vith remarkab litt ¢ because th what I had be ! ob Sink 
lete the patient onditic ne of tl va these expe ces I now sider th he se of hypx 
Ss Pp nte \ In these i Cases is can be he ! tne I wi } 
er ictin the tron of let ] (l) The sudde dg th un 1S 
iv d posterk p chnic block (Kapy echniqt both cases being ex the s of 
pathnet act Ih this ind pre o the th i d hort sudden 
Siac Ihe flect dg pic a | wi a 
p n the te he DOV a qu 
1 be 4 iy, Dut I ffere ena 
t ft h h \ h e al 
the | k 1 had diff M Murer Datt 
k th sisted 
this ¢ eT Diagnosis of Early Pregnancy 
sorting t th surec such eyun SIR ! i ha ne pra 
t It w d be esting to have the time and facili ees )3 pregnancies pe ear, Mr. D. G. Wilson Clyne 
Decemt »? 6. 489 ssumes tf there 
I ! been < lerable discussior i ist e 460,000 births pe I n the United Kinedon In 
tul this « j € rd | fraid I us ct ‘ ere 673, e birtl n 1954 Allowing 
in 1 sin t! alt ni he pr na may 
€ gust ope wi t ve r 800.000 So gener practitioner 
pert ! wi ing ed nd ts of hospita Pree 
‘ spi if d cs il ifte n } nv p 4 en ral 
BR th | trectomie Since abandoning it nl practitioners at an average bout 4 ch, of which about 
nally that I |} had t tube passed he 0 reach viability Ihere 1 iple maternity work the 
20S pe d Y patients vomit not at | oF rag ener practice It is, perhaps, because this fact 
I th k th ney cough better { ibse ol h2« misrepresented ften that Mr. Wilson Clyne did 
tl ube, and tl both patients and nursing staff se not realize that the was al ross error in his calcula 
sed without n, etc trons etc 
Powell H G Ivor COOKSON 
Rerers 
Pregnancy Sickness Rr Me 1. 130 
Sir Dr. Doreen S. Ball should speak f he f al Sir.—I id th ereat terest th te 
wi she s I Bard these cases : doct guished naeco st as Mr. D. G. W ( eC. | 
ps nol cal (Jour De oe 22 shed n vol sue of Decert 4 19S¢ ip 489) nd 
ik? Su nost ob wad ill ing n tte wr Nx ni 
s such n vid he tt } nce nia Ther 
pi patient h A 
h s tl h of 
d vated pom th a Edit 
wel R I. Davip LAMBES 
Bancroftian Filariasis Simulating Lumbar Disk 
Lesions 
Sir, 1 w erested d the D Six,-Apart from symptoms of phar t 
) S.B xp k nd hitts d ack 
427 1 had tw ter | < 
hild ‘ both gnancies also s d fror N Island. wh h 
< iz. tablet of dieth I th 
nrs nc I st vi VECKS This ch ol d 
rds pp d prod hir 
we i g d i did 1 the t I w preg pair d ul pos 
I ds j d ofter Anothe ng pton to the dieth 
th b en therap 5 t hy 
d D nd crippun in ihe pain 
ed six weeks exac las o the kle of tl sid a th 
I Te) This time I was adn ed h pi with tenc ness one ch (2 ! h dlin th 
nvy is At about three months | had th ed f th cond 0 urd j Th 
ib or The day } eding this I did not h use ippreciable depress of the kne k tendo-Achillis 
rr vomiting The symptoms then cont before I he el eV Blood ex tic nv ib how 
only 1 tment which had an ffect wa king of small nu microfilariac nd t nt by dieth i ma 
reals eve two houys. Nausea again persisted throughout ine three times a day produces a somewhat dramatic 
pre c ind disappeared on deliver lleviation of symptoms within 24 hours and a negative 
I was treated, quite obviously, mainly as psychological blood after seven days. I wonder if ) the eaders have 
problem This | am perfectly convinced | was not Wh ome across this distressing variety of filariasis I am, ete., 


change from a normal individual to a 


should | 


suddenly 


B. SIMPSON 


Obituary 
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of 
) 
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benefited from his administrative skill and wide 


ird ga instintingly of his time and energy to 
val College of Physicians of London Elected i 
l 138. seven years after taking his Member 
served on the council of the College from 1942 
ind was then elected trea er In that capacity 
ed to be wise and prude custodian of the 
s financial affairs during a period of great difh 


cul B Barnard was muc ! e than a treasure! 
responsib ior seeing that a prope Dalance was kept 
ret yme and expenditure. He was one of a 
> advising the Pres t of the College on a 
“ " natters rela g t only to the welfare 
i t ( eg s an institution but also to problems 
i cl profession as a WI nm particulal ol 
ul t taking part in the Health Service as con 
j cialists Most Fellows wi ecall at this 
id friend! prese e at the College 
ad t I Barnard was ) sseur of food and 
Wi he saw to it that for a modest price the Fellows 
ad I fare chose wit! ire disc ina 
t As man he wa tort y a dete nined in 
his ew d f at first acgqua he seemed t de 
i lable in aspe t mpression soc dis 
ipp ed noments ol ix rT hich revealed a 
wi pevieved adove tnings | the good fellow 

ship es mn colle 
\ ve capabd idn strat Barnard gave much of 
ms time t ittee WOrK, no lly at his hospit ind 
it the ¢ ege but on other bodies as we I 1948 
{ 1950 vas a member of the Central Health Services 
Coun 1 he had been a ber of the Joint Con 
Sul S and Specialists Committee for seven years He 
ilso served on the Staff Side of ¢ 1 ittee B of the 
Med | Whitley Counc from i¥53 nt his death At 


oO ve was honorary secretary of the Medico-Lega 
So i for the past year he had represented the 
R ( ge of Physic 1s ) the counc of th 
I p ( ce Research Fund 
P Barnard n ed Miss Margaret R. Osler in 
1930 anc sO who has ecent gquaiined 
St. 1 Hospital 
\ servic P . Bart t will be held 
tt St. Thomas's Host Thursd 
J 
ROBERT CARMICHAEI M.B 
By tl gic death of Dr. Robert Carmichael at Leeds 
Dece ‘ 19 scientific | g i the Leeds 
gic € st prema ely highly skilled 
| XT ember! He was age 
M tions of medical stud S aS we is hi 
) Ss. ngzre vith wa 1 his wide 
A d teaching, transparent erity, and h 
1eSs \ i Falkirk, Robert Ca 
11e< edicine { Edin ) en, grad > with 
f 123 He won the Leslev gold medal and the 
I hip, wt n el led 1 to study [fo time 
Paris Or 5 irn to Ed ) th he held appoint 
sistan patho ) ne ini Sit ind 
R ! iry and as p Ogist the R il Edin- 
H for Mental 1 Nervous Disorders 
H ec Ste ik le 
m the i 
epidemic encepna pape whic! 
wa ted by beautiful water-colou araw $s 0 
Vile€ 
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Appointed to the university department of pathology 
ir, Leeds, first as a lecturer and then as a senior lecturer, 
he spent the remainder of his life, over twenty years, 
there. Here he took a major share in teaching, and in 


the development, and especially the post-war revision 


ind re-cataloguing, of the museum of pathology. Healso 
participated as co-author in valuable papers on adeno- 
lymphoma of the salivary glands and on metaplastic 
changes in the cervix uteri. But his first love for neuro- 
pathology was maintained, as shown by his scholarly 
papers on cerebral aneurysms His published work, 
however, excellent in quality though it was, was not the 


greater part of his contribution to the Leeds’ medical 


school and to British pathology This was more in 
tangible ; it was his systematic thoroughness, his uncom 


promising love of accuracy and truth, and his scorn of 


slipshod, hurried, and untidy work of hand or mind. He 
himself refused to be a victim of routine mediocrity, and 
he set an example of care and precision for which his 
colleagues, students, and technicians alike will increas- 
ingly realize their imponderable indebtedness to him 
Both in and outside Leeds his opinion on difficult histo- 
pathological problems was often sought, for his fellow 
pathologists well knew the value and maturity of his 
judgment They will affectionately remember also his 
humorous twinkle, and the telling quip or epigram with 
which he often 
insincerity His work was his hobby and his happy 


aStigated ponderousness, pomposity, o1 


home life his recreation 
For the last six months or more his friends anxiously 


saw his health decline: but, with a characteristic stoic 


cheerfulness, he carried on his work as though nothing 
was wrong until only a fortnight before his death. This 
was due to a retroperitoneal tumour, which there is no 
doubt he himself correctly diagnosed some weeks earlier 
To the very last he smil- 


ingly sustained the courage of hi 


ind knew was irremediable 


friends, rather than 


they his. In some measure they share with his wife and 
daughter a unique sense of personal loss.—R. A. W 
F.S. F. writes: I first met Robert Carmichae! when he 
ume to Leeds as lecturer in the department of pathology 
31 I was already in the same department as reader in 
chemical pathology, and we quickly became friends, and the 
friendship deepened with the passing of the years His 
tstanding characteristics were his innate modesty, his 
friendliness, and his sense of humour, which had a delight 
ful flavour ll its own He never really hankered after a 
ch th was partly on account of the modesty I have 
eferred t but perhaps mainly because he disliked the idea 
f having wh he considered his real work frequent inte 
upted by the claims of administration which must inevit 
t have bee de him as profess Yet on three 
CCAaSIOT was ed n to ssume charge o i depart 
t u p ent incumbent should t ppointed 
d eact he g d da » ad 
st ve duties, sé h h W Die t hand ve his charge 
t healthy. flourishing conditior His last pe xd as acting 
head of a depart t lasted for a little over a year, and 
taxed his strength 5 itl T¢ it was during this period that 
the liIness which was to cause his death first manifested 
tself. Cha teristically he ignored it and remained at his 
post to within three weeks of his end, which he faced with 
ily amazing urage He will be sadly missed in Leeds 
not east b those who, like myself, have enjoyed the 
nestimable privilege of his fr endship 
( D. LOCHRANE, M.D., F.R.C.S.Ed., F.R.C.0.G 


Mr. C. D. Lochrane, formerly consultant surgeon to the 
Derbyshire Hospital for Women, died after a short ill 


ness on December 13, 1956, at Nairn. He was 75 years 


Brittsn 5 
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Glasgow, Charles Damien 
Catholic 
Scotland and England, and his medical training took 


Edinburgh University 


Born at Busby, near 


Lochrane was educated in seminaries in 
place for the greater part at 

though his final year was spent at Glasgow University 
He graduated M.B., Ch.B. at Edinburgh in 1904, and 
proceeded to the M.D., with high commendation, in 
1908 After graduation he had the good fortune to 
serve as house-surgeon at Glasgow under Sir William 
Macewen, some of whose aphorisms he was fond of 
quoting and whose teaching made a great impression 
upon him. Later he held the appointment of senior 
resident medical officer at the Royal Infirmary His 
elder brother, Frank, had been honorary surgeon to the 
Women’s Hospital, Agard Street, Derby, and on his 
sudden death Charles was appointed honorary surgeon 
there in 1907, having in the previous year obtained the 
F.R.C.S. of Edinburgh 
his brother’s general practice 


only had about 20 beds, but he worked assiduously to 


At the same time he took overt 
rhe hospital at that time 
perfect his surgical technique, and built up a large out 
patient department. His patients were devoted to him. 
and so were the nurses. By wide reading he kept himself 
well informed of progress in his specialty, and he him 
self wrote a number of papers, mainly on obstetric 
subjects 

During the first world war Lochrane was appointed 
surgeon in charge of the military hospital at Etwall, 
where he worked with his accustomed enthusiasm and 


where he had the happiness to meet his future wife 


Shortly after the war he developed a renal calculus 
from which 


he determined to give up his general practice and devote 


however, he made a good recovery, but 


himself entirely to his specialty. Becoming a member 
of the old Midland and Western Counties Obstetrical 
ind Gynaecological Society, he was shortly afterwards 
elected to its presidency He was also a past-president 
of the Derby Medical Society When the Women’s 
Hospital at Derby became too small for its many 
patients Lochrane was mainly instrumental in build 
ing the new Derbyshire Hospital for Women, which 
opened in 1929 with 60 beds and which has so abun 
dantly which it was built 
Royal College of 


Obstetricians and Gynaecologists in 1929, Lochrane 


fulfilled the purpose for 
Elected an original Fellow of the 


filled many appointments, so that his time was very 
fully occupied Besides being on the staff of the 
City Hospital in Derby, he was consultant obstetrician 
to the Derbyshire and Staffordshire county councils 
From 1939 to 1947 he was pres dent of the Derby 


Branch of the B.M.A A few years ago he developed 


acute appendicitis, which was followed by complica 
tions [his illness obliged him to give up his life's 
work—for him a most difficult decision He retired 


to Scotland, but health remained 


indifferent 


unfortunately his 


Charles Lochrane was a man steadfast of purpose but 
governed by his faith. Our deep sympathy is extended 


to his devoted wife and two sons LcC.G 


Dr dD. G McRospit died at h home at Turriff 
Aberdeenshire. on November 20. 1956 it the age of 41 
ifter battling mantfully with l-health for some time 
An Aberdonian born and bred, Donald Graham McRobbie 

iS ar ible family doctor blessed vith patience deter 
ninatior and courage At Aberdeen Grammar Sch I 
he developed a great interest and facility in the classics 


ind an enduring love of good music, but later decided 


Universities and Colleges 


4 
BI 
1} ASIAN Ct 
ES 
( R R 
l k D 
) | A } 


‘ 
H 
B Hi 
" 
A M 
M 
) W.H 
4 etal A 4 


BRITISH MEDICAL JOURNAI ADVERTISEMENT 


PREGNAVITE 


— \ 


ry) | VITAMINS LIMITED | (DEPT. Al4) UPPER MALL LONDON W.6, 


21 


VITAVEL SYRUP 
> 
BEMAX stabilized 
Here is ple { elicious 
— \ Syt ) real orange juice 
— AM AMIN B, 4 Mg. 


ADVERTISEM BRITISH MEDICAL JOURNAI JAN. 5 


INTRODUCING 
| 
VAGINAL GEL 


Active ax 


Odourless. 


Non-toxic. 


| Non-staining. 


PRESENTATION 


DOSAGE 


| Gi WILLIAM R. WARNER & CO. LTD 


1957 
cor pat rganisms of 
| 
ia t i treatment 
sft tole nt tor Six 
supphed 
f 12 applications be { wed, even 


JaN. 5, 1957 VITAL STATISTICS Barish ~ 


Mepicat JOURNA 


Vital Statistics | OPHTHALMIA NEONATORUM 


100+ 


Infectious Diseases 


T he irgest va n th fications f infectious ” 
diseases Er d Wales d ng the week ending 
De ¢ 4 of 515 for measles, from 5,978 ° 
6.49 nd food-pois 47 ) and © 
le 17 hoop h f >. 126 17 
> 

| { ) ) Sr ist 

0 7 7 


h cal trends wh 
gt Tt mbe 0 
was 39 Durh 4 é 4 8 i2 20 4 2 32 4 44 486 52 
WEEKS 
hthe fied in th 
veek he ses orded in S dsh 900, ACUTE POLIOMYELITIS 
( ey U.D 800} 
7 re nvelitis were fied d these 
p c and 3 fewe n-pa iytic 700} 
cases th the preceding week Ihe largest returns were © 600} 
I dor 2 Lambeth 3, Lewisham 2, Wandsworth 2) 500 
Middlesex 9 (Tottenham M.B. 2), Lancashire 8 (Clitheroe © 7 
M.B. 2), Surrey 5 (Sutton and Cheam M.B. 4), and Sussex 5 & 400 
(Brighton C.B = 300) 


The notifications of dysentery n bered 808 and were 


wer than in the preceding week The largest centres of 200+ : 


Warwickshire 109 (Coventry C.B. 94), Lancashire 88 (Salford 4 8 12 6 20 24 28 32 36 40 44 48 ‘$2 
C.B +, Wigan C.B. 13, Blackb C.B. 11, Bury C.B. 10 WEEKS 


Liverpool C.B. 10), Essex 69 (Chigwell U.D. 25, R ord 

M.B 12, Th ck U.D. 12, Hford M.B. 10), Surrey 57 Food-poisoning in 1955 

(Esher U.D. 19. Mitcham U.D. 10), Londor ) (Ishi nm 18), A review of food-poisoning in England and Wales during 
Kent 44 (Chislehurst and Sidcup U.D. 17, Bromley M.B. 14, 1 95 


shows that 8,961 incidents were recorded in increas« 


Orpington U.D 0 Bedfordshire 39 (Lutor M.B 39) 692046 


of 2.945 on the total for 1954, The nber of notifications 


*tinghan ttinghan 19) i lesex 20 1-919 
Nx gha hire N ngh C.B. 1 ind Middlesex 2 incorrected) received by the Registrar-General was 12.71 
: : . but in the outbreaks reviewed here there were over 20,000 
cases Of the 8.961 outbreaks 62060 were spo adic cases 
The graphs below show the uncorrected numbers of cases a. - 4 
fed iw 23 tamil utbreak and 6] general utbreaks The 
certain adrseases notined weekly n ngianc 
H h causal gent was not established in 444 incidents 
ves res reported in each week d n tne 
f Saln a typhi-murium was responsible for 4 of all 
rs 19 55 are shown thus 
incidents and 6 of th known cause ind) other 
1956 thus Except for the curves showing notifx ; ‘ . 
salmonellae sible n 
ons 1956, the graphs were prepared at the Department 
he Known causes ihe tata Casc reported 
Medical Statistics and Epidemiology, London School of . 
numbered 39 25 of these were d to ” 
Hy ne anc Ir Wea Medicine 7 > 
‘ . ind 9 to other ic I h 34 i cases 
{ tients ged nder SO years 20 


DIPHTHERIA gue tO Sa none vere pa 


were aged 50 ad ove 
~ i fighest 194 n é The vehicle of niection was neat n 255 0 the 412 
200 outbreaks for which information was vailabl 228 of 
: wel to processed and made-up t dishes 
150+ ese e due proc i 
Ss Reheated meats were tl argest class in this group wit! 
z 100 49 outbreaks, meat pies were second with 41 outbreaks 
2 
- 50 | 956 west 1947-5 ind in descending order cold meats. cold ham and bacon 
. und pressed meats There was a close association betwee 
4 a 12 1 20 24 28 32 3% 40 44 48 52 eneated eat and ¢ vf d ind betw cold 
WEEKS han ind bacon and staphylococc Ihe places where 
contaminated I ad was eaten r bought was known rt 
160+ MENINGOCOCCAL INFECTION 287 outbreaks : they were canteens 109, hospitals 69, shor 
140+ 37, institutions 31, restaurants, cafés, etc., 24, and private 
pat 
2 120 “1 Salmoneliae w solated in 5,38 ncidents 4879 « 
100 ese we due t 17 dogeno' types (rece ed bet € 
80 940), 443 6 wenous types 1940 oF 
bor iter). and ¢ vere unidentified ed ty Th 
£ nost frequent among the endogenous types we Salmonell 
2 4 Sa hon 164 | Salmor 
stanley 101 The gest grour ng the ex f 
types were S nonel j ere 7. Salmone natur 
SO, and Saln nt- pe 37 


20 28 32 38 40 44 48 S2 


Raith IV Mighest 196735 
ur fot A 
50 ¥ Las 
40 NN 95¢ 
| \ 4 
WEEKS Monthly Bull. Minist. Hith (Lond.), 1956, 18, 263 
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ADVERTISEMENT 


In Hypertension WILOID 


Of proved value in the treatment of mild to moderate 


hypertension, “Rauwiloid’ is a purified and standardized 


fraction of Rauwolfia serpentina in tablet form. It lowers 


; 


elevated blood pressure gradually, slows the pulse rale 


and so reduces cardiac effort A calm, tranquil sense 


of well-being is induced, without drowsiness, and with 


little impairment of alertness. Dosage is not critical 


and there are no important side-effects or contra- 


indications. Mental depression is unlikely to be encoun- 


tered when ‘Rauwiloid’ is used in the recommended 


dosage. It is the medicament of choice for hypertension 


in its early stages, in order to arrest progression, 


Dosage is simple—two tablets taken at bedtime. 


Full literature on request. 
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Medical News 


Al 


B.M.J. Centenary.—O Jar y 3, 185 the Britis/ 
/ hirst Pr ed inde its prese¢ title 
B had b 1 A Ved Journ 
It Ww of the Ass von s 
h This had been ul ) In 
As After th nual ect in York 
ss | tt 094 s ol 
th P Medi as \ 
I d record ti how th Ass 
d A thousand st his poll 
B h Medica Assoc dD r ady ed b 
6U Next i pec ger il neet con 
« B v n Nov t 855, set up com 
h Assy ws The w cod 
d, which heir other prov aimed 
h \ the B sh Med | Ass Law 
N las the B Law 
N + a s nd 
tn h Assc ith 
nok B gn J 856 Fron ving headed 
1 VM Jour b g th I | of the 
P Medi d Surgic Associatior August 2 
t iss A », 1856, the Journa title had 
b Vl being the J nal 
t British Medical Ass t Howeve the final 
t had 1 “ upon forn ities at the Stamp Office 
c LJ " 3. 1857, that the Jourr first 
ppe d de ts present name 
Assistant D.-G. of W.H.O.—Dr. P. M. Kaur, formerly 
direct f W.H.O.'s division of external relations and 
technic issistance, has been appointed Assistant Director 
G charge f the department of adviso services 
c f Dr. Victor Sutrer, who has become Minister 
0 Pub Health and Social Assistance in El Salvador 
Dr. Ka was born in Ind in 1906 He graduated in 
nedicine from the King Edward Medical College, Lahore 


lat btaining the D.P.H.Eng.) and the M.R.C.P(London) 


ter pos duate stud n London Guy's Hospital and 
K s Colleg Fre 1934 to 1945 Dr. Kaul was in the 
Ine Medic Service, latterly with the rank of acting 
C Th he becam idditional deputy public health 
with the Government of India until joining 

t W ! Health Organization in 1948 For some years 


R s chief of the W.H.O. liaison office with 
the United Nations in New York. He 


external division 


then went to Geneva 


reiauions 


Schistosomiasis in Africa.—Under the of the 


auspices 


Wi i Health Organization a ference of 30 experts met 
it B French Equatorial Africa, fr November 
26 to December 8 to discuss the problem of bilharziasis in 
\ C Since 1950 W.H.O. consultants have been surve lg 
th ncidence of the disease there and studying the distrib 
' e inte ediate snail hosts of the schistosome 
Tt vs have shown that infection is rife 
At es yn both East and West Coasts, 
n | pt e Union of South Africa, and Madagascar ; but 
it h I be absent from South-west Africa, Ruanda 
{ id B ind nd Mauritius a single focus wa 
€ | Bect nd Animal bilhar is generally 
I despread than human disease, beu found in 
cattle $s. Cc odent dogs, equines, antelopes 
buff 1 even elephants But the importan of the 
or ifectio remains rath nc in 
the P ppines tanc epidemiological studies were 
Stated have show that man is responsible f up t 
7 | oduction of the parasites, d« estic inimals 
acc ting f h ining 25 Besides the ep demiolog\ 
lisease, the conference also discussed control measures 
wit sc les and by improving sanitation Among 
thos I ittended the conference were Dr. W. ALVeEs 


Bririsn ss 
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NEWS 


Dr. D. M. Bi 
Southern R! 
PrrcHForD, from 
Dr. J 
MaLcek, from 

St. John Ambulance Brigade. 
KIRKMAN has been appointed « 
St. John Ambulance Brigad 


Mr 
; Dr 
South 

om Great 
the Sudan 


H. \ CLARKE, from 
BoTHA DE Mettton and Dr. R. J 
Africa; Dr. P. L. Le Roux 


Britain Dr. E. T. ABpet 


AIR, and 


and 


NEWSOME, f ind 


Majo 
missionel! 


orn 


to the | Si 


Orro LUND General Kirkmat distinguished 
military career Before nd during th econd world w 
he was in Militar Intell nc nd t ded the Washing 
to first Quebec, ( ) d Tehera nferences on th 
staff of the British chiefs of staff In 1944 he was on the 
staff at Salishi during the launchin f operation “ Ove 
lord ind the was appointed chief of staff to the British 
Forces in Greece d subsequently in Palestine In 1948 
General Ku became n of Stal Land Force I 
East ntil 1950, when he took up the post of chief of the 
ntelligence division in German He retired from the Arn 
in 1954 

Chair y at Middlesex Hospital.—Londor 


of Physiology 
University innoun 

the John Astor Ch 
pital Medical 


of Dr. f 
the Middlesex 


Hos 


ces the appoir 


f Physiology at 


ent 


Schoo The previous occupant of this Chair 
was the late Professor SAMSON WRIGHT Dr. Neil, whe 
un his present appointment held the univ ty readership 
in pl ology at the Middlesex Hospital Medical School, is 
1 graduate of Leeds University He obtained the B.Sc., with 
first-class honours in physiology, in 1939, er iduated M.B 


Ch.B. in 1942, and proceeded to the M.D., with distinction 
in 1944 and the D.Sc. in 1953 He has carried out research 
on the reflex control of the circulation and respiration 


Release of “Prednisone” and “ Prednisolone.”—T he 
Ministry of Health in conjunction with the Department of 
Health for Scotland and the Ministry of Health and Local 
Government, Northern Ireland, have made rangements 
with United Kingdom manufacturers of prednisone and 


prednisolone which will enable preparations of these sub 


stances to be supplied on prescription from February | 


Public 4 co-ordinating committee 


Health Engineering. 


has been set up to deal with problems of public health 
engineering The chairman is Sir ALLEN DALE ind the 
constituent bodies, each of which has one epresentative 
on the committee, are: the Institute of Sewage Purification 

the Institutions of Municipal Engineers Public Health 
Engineers, and Water Engineer the Royal Society of 
Health : the Royal Institute of Public Health and Hygiene 


ind the Society of 
whose 
S.W.1 
to it 


Association 
Health The 
Palace Road 
uppropriat 


rganizauons 


The Britis 


the Sanitary Inspectors 
Medical Officers of 


is 90, Buckinghan 


iddress 
will be 


through 


committee 
London 
pleased to consider! 


the councils of other 


questions 


Aerial Bactericides. h Standards Institution has 


sublished a British Standard describing a technique wr the 
preliminary assess t of aera vactericides 3S. 2796 
195¢ price 3s. 6d om the sales rancn > Park Street 
Londor W.1) I addition t ts rima purpe is a 
Te 1g test tential aerial bactericides, the te que 
§ als ec nded for quality contre n manutacture 
Details a A he tes hamod te organis and 
culture ed physical conditior juring testing, how to 
prod the b spra ind of seri nt nter 
pretat I s, and checking the technique t ins of 
relerence pact cide 

Cambridge University. —Dr. L. B. Coie, senior physician 
of Addenbrooke's Hospital, has been appointed deputy for 
the Regius Professor of Phys intil further notice, for all 
purposes except that of acting as head of the department of 
nedicine. Dr. F. G. J. HAYHOR, university lecturer in medi 


cine, has been appointed deputy head of the department of 
medicine from December until further notice 
Reader in Pharmacology at Guy’s.-Dr. J. A. Nissim 


senior lecturer in pharmacology at Guy's Hospital Medical 
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Medical News 


B.M.J. Centenary.—On January 3, 1857, the Britis! 


VU j first pp ed unde its present itle 
Be had been the A tion Medi Journ 

Th natural of the Ass tion’s 
hang This had been ti f it 

n Afte h lual York 
8 were issued to the 2.094 s of 

th P Medic ind S ‘ A ‘ 

n n d d th vVICWS how th Ass ition 
sh thousanc tc wel st ms 
th B h Medi Asso on bein dy db 
0 Next a special gene meeting, con 

d B ne in Nov I8S5, set up om 

VIS I Ass ti s laws The new code of 

vy duced, which ng tl other provisions named 


the Assi tior the British Medical Association (Law 


h xt issu gust 9, 1856, the Journa e had 
b ¢ iss tion Me Journa being the Journal 

tt British Medical Association However, the final 
retit had to wait upon formalities at the Stamp Office 
i nti Janua 3 1857 that the J urns first 
appeared under its present name 


Assistant D.-G. of W.H.O.—Dr. P. M. Kaut, formerly 


direc of W.H.O.’s division of external relations and 
tect cal assistance, has been ippointed Assistant Director 
Gene n charge of the department of advisory services 
in place f Dr. Victor SutTrer, who has become Minister 


of Public Health and Social Assistance in El Salvador 
D Kaul was born in India in 1906 He graduated in 
the King Edward Medical College. Lahore 
later obtaining the D.P.H.(Eng.) and the M.R.C.P(London) 


afte postgraduate study in London at Guy's H« spit il and 
Kings College From 1934 to 1945 Dr. Kaul was in the 
Ind Medical Service, latter with the ink of acting 
colone Then he became additional deputy public health 

ssioner with the Government of India until joining 


the World Health Organization in 1948 For some years 
Dr. Kaul served as chief of the W.H.O. liaison office with 
the United Nations in New York. He then went to Geneva 


is head of the external relations division 


Schistosomiasis in Africa.—Under the auspices of the 


World Health Organization conference of 30 experts met 
B e. French Equatorial Africa, from November 
26 to Dec ber & to discuss the problem of bilharziasis in 
Africa Since 1950 W.H.O. consultants have been surveying 
the incidence of the disease there and studying the distribu 
t f he intermediate sna hosts of the schistosome 
cerc YT: These surveys have shown that infection is rife 
ost African territories. on both East and West Coasts 
nf pt e Union of South Africa, and Madagascar: but 
it is th ht to be absent from South-west Africa, Ruanda 
Urund Basutoland, and Mauritius 1 single focus was 
Bect ind An il bilharziasis is generally 
spread than hi in disease, beu found in 
C p ts in rodents, dogs, equines, a opes 
I I en elephants But the mportance of the 
ot ifectio remains f r uncertain in 
t Philipy $ ) stanc epidemiologic studies were 
e sl ‘ that man ts responsible {i p to 
7 e production of the parasites, domestic animals 
gf the naining 25 Besides the ep demiology 

lisease, the conference also discussed control meast 
with lluse les and by nproving sanitation Among 
thos I attended the conference were Dr. W. ALVES 


Bririsn $4 
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Dr. D. M. Biarr, and Mr. H. V. pe Vittirks CLarRKe, from 
Southern Rhodesia: Dr. BoTHA DE MetLton and Dr. R. J 
PrrcHForD, from South Africa; Dr. P. L. Le Roux and 
Dr. J. Newsome, from Great Britain; and Dr. E. T. Aspe 
Marek. from the Sudan 

St. John Ambulance Brigade.—Major-General J. M 
KIRKMAN has been appointed commissiorer-in-chief of the 
St. John Ambulance Brigade in succession to the late Si 


OrTro Lunp. General Kirkman has had a distinguished 
military career Before nd during the second world wa 
he was in Military Intelligence, and tended the Washing 
ton, first Quebec, ¢ é ind Teheran conferences on the 
staff of th British chiefs of staff In 1944 he was on the 
staff at Salisbury during the launching of operation Over 
lord ind the W ppointed chief of staff to the British 
Forces in Greece and subsequently in Palestine In 1948 
General Kirkman became chief of staff, Land Forces Fat 
East, until 1950, when he took up the post of chief of the 
intelligence division in Germany He retired from the Army 
in 1954 


Chair of Physiology at Middlesex Hospital.—lLondon 
University announces the appointment of Dr. E. Nem to 
the John Astor Chair of Physiology at the Middlesex Hos 


pital Medical School The previous occupant of this Chair 
was the late Professor SAMSON WRIGHT Dr. Nei, wh 
until his present appointment held the university readership 


n physiology at the Middlesex Hospital Medical School, is 
1 graduate of Leeds University He obtained the B.Sc with 
first-class honours in physiology, in 1939, graduated M.B 
Ch.B. in 1942, and proceeded to the M.D., with distinction 
in 1944 and the D.Sc. in 1953 He has carried out r 
the reflex control of the circulation and respiration 


esearch 


Release of “Prednisone” and “ Prednisolone.”—The 
Ministry of Health in conjunction with the Department of 
Health for Scotland and the Ministry of Health and Local 
Government, Northern Ireland, have made arrangements 
with United Kingdom manufacturers of prednisone and 


prednisolone which will enable preparations of these sub 


stances to be supplied on prescription from February | 


Public Health Engineering.—A co-ordinating committee 
has been set up to deal with problems of public health 
engineering The chairman is Sir ALLEN DaLey, and the 
constituent bodies, each of which has one representative 
on the committee, are: the Institute of Sewage Purification 
the Institutions of Municipal Engineers, Public Health 
Ergineers, and Water Engineers; the Royal Society of 
Health ; the Royal Institute of J. ublic Health and Hygiene 
the Sanitary Inspectors Association; and the Society of 
Medical Officers of Health The committee, whose address 
is 90. Buckingham Palace Road, London, S.W.1 will be 
pleased to consider appropriate questions put to it through 


the councils of other organizations 


Aerial Bactericides.—The British Standards Institution has 


published a British Standard describing a techn que for the 
preliminary assessment of aeria actericide B.S. 2796 
1956, price 3s. 6d. from the sales branch, 2, Park Street, 
London, W.1) In addition to its primary purpose as a 
screening test for potential aerial bactericides, the technique 
s also rec ded for “ quality contr« in manufactur 
Details are given of the test-chamber, test-organisn ind 
culture medium, physical conditions during testing, how to 
produce the bacterial spray ind of serial sampling, inter 
pretation of results, and checking the technique by means ol 
a reierence dbact cide 


Cambridge University.—Dr. L. B. Cote, senior physician 
Oo Addenbrooke's Hospit il. has beer ippo nted dept ty for 
the Regius Professor of Physic until furth notice, for all 
purposes except that of acting as head of the department of 
medicine Dr. F. G. J. HAYHoe, university lecturer in medi 
ed deputy head of the department of 


cine, has been appoir 


medicine from December § until further notice 


Reader in Pharmacology at Guy’s.-Dr. J. A. Nissim, 
senior lecturer in pharmacology at Guy's Hospital Medical 


— 
No B M Jourr Law 
No. 24), was finally passed after discussion and so umend 
ne t the xt ial meeting—-the Association’s 24th 
held at B gham in Ju 856. From being headed 
{ n Medical Journal: being the Journal of the ‘ 
Py 1 Med i< 1A t? 
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PROCEEDINGS OF COUNCIL 


Ihe Council met n Wednesd Decembe 19. at BM.A I fees (see Supplement December 29 Pp 228) was formally 
House, with Dr. S. WaANpD in the chai ipproved by Committee C on December 12 The agree 
The Counc ceived with deep regret the report of the nent would replace the 1947 and 1951 agreements The 
death is Lionel I H. Whitby, President of the Associa Cha ian added that this successful outcome was due in nm 
48 to 1949, and of Dr. John Irvine Milne, of small measure to the work of D A.V. Kel ack, Assistant 
Mancheste ber of Council from 1950 to 1956. The Secretary of the Association 
Ct RMAN Said th Sir Lionel Whitb ind Dr. Milne had 

: . both were popular and kindly men Remuneration Claim 
S l Whitt Played a g it part i the field of science 
: c ed his duties as President of the Association The CHAIRMAN said that at the cent ecting of the 

und sc : ol Since his Presidency he had Negotiating Committee he invited the Joint Chairmen, Si 
d ; t deal for the Association in connexion with Russell Brain and Dr. A. B. Davies, Acting Chairman of the 

d education Dr. Milne was a verv good member of General Medical Services Committe ttend the Council 
Cons d a good friend to the Association meeting. Sir Russell Brain had felt unable to do so because 

The me hers stood in silent tribute of his constitutional position, but Dr. Davies had accepted 

Dr. A. B. Davies. at the Council’s invitation, gave ar 
B.M.A. Honour account of events in connexion with the remur tion clain 
The Negotiating Committee received and studied the report 

A letter was received from Sir Henry Dale expressing his of the debate at the Council meeting held on No 7 
ppr f the hono which had been cont d upon At that time they were all awaiting the M ply t 
him by tl “ d of the Gold Medal of the Association It the Memorandum sent to hi yn Sept he 19 On Oct 

that the edal had not before been awarded to a her 18 addvemine the Confers ? the Exvecut ( ma 
, vho had never been engaged in any form Association, the Minister said, “It is not true that we h 
d this, said Sir Henry Dale, increased considered the details of the cl hat was five w fter 
his sense excey | honour done to h he had received the M d ind on N , th 

The ¢ C 1 S 1greed to record in the Associa Minister wrote to Dr. Macrae that he would pl sharti 
Book of \V the name and action of Lieutenant The repl don N 4 of te 
sta Grahame Sutt R.A.M< Lieutenant Sutton, who par iphs cursoril jecting the ium. Af the Mini 5 
is N t Service medical officer in the R.A.M.( had ; ig al reiectic of the cla | the Negotiating ¢ 
dist ed great 2 intry and devotion to duty 1 ¢ yprus last mittee put forw ird lega epresentat ne h M af 
J n res g and treating injured men trapped in a forest promised a reasoned reply based on th suments of h 
i legal advisers N such argument was contained in th 

Part-time Work for Local Authorities letter of November 21! 

The CHAIRMAN ported that a special Subcommittee of The suggestion that the matter should could be brought 
Committee C of the Medical Whitley Council met in before the Courts was a red herring Ihe Minister knew 
Nov ber to review the part-time fees payable by local that the doctors’ individual contract was not related in 
suthe ies The negotiations were based on the proposals an ljirect way to the financial provisions of the terms of 
for a new agreement drawn up by the Association's Liaison service 4 medical practitioner applied to take service 
Committee and subsequently approved by the Council, and nm an area upon the terms and conditions for the time 
agreement was reached on ill items 1 the claim A new being in operation 1 that area and for admission to the 
agreement was drawn up for England and Wales, and Medical List.” The terms and ynditions in operation in 

scale iny area at any particular time were on the overriding 


consultations are proceeding for Scotland The new 
2711 
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ANNOUNCING— 


the new and dramatic 
analogue of hydrocortisone 


IF PREONISOLO 


TABLETS 


Anti-rheumatic - Anti-allergic - Anti-phlogistic 


Pfizer announces DELTACORTRIL a new synthetic steroid 


which offers superior treatment in rheumatoid arthritis, 


asthma and dermatoses. Three to f 


five times more 
potent than hydrocortisone or cortisone in systemic 
idrenocortical therapy, DELTACORTRIL brings more rapid 
and more prolonged response in chronic rheumatic 
conditions, easing joint pain, diminishing stiffness and 
producing a distinct feeling of well-being in a matter of hours. 
It effects maximal anti-arthritic, anti-allergic and anti 
phlogistic response at fractional dosage. DELTACORTRIL, 
despite its intensified potency, is relatively free from side- 
effects and provides specific advantages over previous 
corticosteroid therapy. It is the steroid therapy of choice for 
greater effectiveness, greater convenience, and greater 


freedom from side-reactions. (Available to hospitals only.) 


PFIZER LTD - FOLKESTONE - KENT 


* Trade Mark Chas. Pfizer & Co., In 
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THERMOSTATIC 
MIXING VALVES 


Ap Jan. 5, 1957 
4 | 
Give the lever a nudge 
with the bow and out 
~, comes a comfortably warm 
spray neither too hot nor too 
cold lt stays warm because yo 
are using a Leonard Thermostat 
Mix ng Valve tne Vaive ¢t C 
a. automatically mixes hot and coid 
water and holds the temperatur 
steady The thermostat in tt 
: Leonard valve levels off ail th 
ups and downs and gives a flow 
of wart water as smoot 
steady, as even as the tide over 
a weir 
Cold Water Mixing Valves ar 
sed in nearly ail hospitals, and 
< ~~ A ar specified more ind more 
| 
“A every day They sav water 
save heat, save risk Sales and 
Zo , Write for a copy today 
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Jan. 5, 1957 PROCEEDINGS OF COUNCII SUPPLEMENT to THE 3 
Br RNA 
Wi “ dg i in t i ince ja la 4 
f It Ir ew what w kely to hapy hould the weapon 
j We t ha W H 

he there w t Ihe plan of impaigi erha t 

S Ni st l ther d wi lak 
t ci tagq i that was whether the Guild should be got 

y M If « tors 

t s ol iticient D SUTH asked ‘ e have he 

q y He did nk ha ked ea ind ti SECRI 

I esigr It w he ge t Al that t was a lett lated Ju 1946, tron 
A d k t k tl Servic nd gene pract the P. i t Sec la tl M { Health to the 
5 Ww ) n B h Med tior wl | va 11d tha 

Dr. G. W. Ire » (Midloth asked whether it wa M te ed the Spens tiot wit 
ssib t k p this s s d He wond 1 if it I ard t re eratior ] Janua 1949. there was a 
i be looked at S eth nd up with th whole tement in the House by the Parliamentary Secretary to 

tri re of the Nati Health Service and with the pr effect that when the final accounts for the period July 5 
Ss il status « I loctor society If s i | 48. to Marcl 3] 1949. had een made it would be 
ext was kept in mind there would be different response ssidie to see wheth the emune tion Oo] general prac 

tre the Government and trom the public Ihe Associ rs did in tact accord with the Spens recommenda 
tion must hav a policy which covered the whole § C If it did not it would be a nto to see what 
nd ot dealing merely witt solated events idjustn ts were necessar This statement referred t 
Dr I M JONES (Sund nd) directed attention to the General Practitioner Spens Report With regard to the 
solution of the Representative Bod, which said that the consultants and specialist the Minister stated on June 3 
Council should asst greater responsibility for c t 1949, that the report on the remuneration of consultants 
by the profession id he thought the Coun should accep ind specialists would be available the next day, and that 

nis ft er res sibility Some clear-cut plan for the future the G ernment accepts the recommendations in principle 
he 1 be adopted that day He agreed with Dr. Da or Dr. Davies, replying, said that the Negotiating Com 
what t M ster’s reply uld be. but it was the Negotia ttee was absolutely united in purpose On paper there 
ig « nitte eply which had to be considered Should were constitutional difficulties, but in fact they did not 
t ask < jep lent arbitration If the Minister exist It had been agreed when th Negotiating Com 
efused ofe Ww d aced with an issue which mittee was set up that neither the Joint Committee nor 
vA 1 affect the socia id economic status of the docti the General Medic Services Committee would act with 
ot only now but for man vears to come I re should out th tt ind that any decisions should be referred 
be a ¢ uncil meeting ear! in January to decide what its to the parent mmittees in each case From the begin 
ttitude should be ning the Ce cil had endorsed the setting up of the Com 
mittee. and SO of the members were nbers of Council 


Quite apart from remuneration, many practitioners were 
} 


ned with tl \ ill pattern into which medicine was 
drifting An te tive to the present Service was being 
considered, and no doubt this would come to the Counc 
n due cx ) he could not agree that because such a 
slan was being developed it was a reason f delaying 
which should have been done re time 0 
The Government, this very summer, granted supplen 
to civil servants to cover increases in the cost of living in 
th ist tw ve nths The profession could not accept 
1 proposition to wait another two or three years The 


and 


Divisions must know that the Council meant business 


was making an effort to proceed with haste 
Mr. S. F. LoGaN Danne (Reading) said that the Council 
was being realistic and must cor e to be so This did 


not mean it would do anything to undermine the positior 


f the Negotiating ( nmittee, but it supported it It 
seemed to him that there must be a Council meeting early 
Ja: \ It British Medical Guild must be put int 
perat und it must be got across to the Minister that 
the profession was prepared to fight Whatever was even 
done n t be done by the whole profession The 

cians ist be made to re e that doctors were ex 
portant in the < nunity and that the com 

inity w j ) eat difficulty without them The 
had ll don he dest t mak the Service work They 
win this time, for if they did not the profession was 

f hed for ever 
Future Action 

The CHAIRMAN said that was clear that the Minister's 

« lid t atist the Cou He th ght also the 
( Va ig that not a iot of posit ction ¢ d 
iK th t > of the me A tI Minis 
] irv 4 w know Ther uined ti question 
what c 1 be done 4 He would ask t ( | 

cipitate Arbitration was a V od thir 

t cx i} ve at the w e time It could at th 
ght time before the wrong man; it could be the wrong 
time before the gent ’ The Va being react } 
where they had to decide on their general tactics Could 


He could not commit either Committee on future action 
but he would assure the Council he would do all he 


t different branches of the 


could to weld the profession 
together 
With 
that the Chairman of Counc 
Other 


matters for the 


Davies said 


answered Dr 


resorting to the courts, Dr 
had 


discussed dul 


regard to 
Dawson 
possibilities had been these were 
Negotiating Committee. which would be 


advised on the views of the Council. He would assure the 


Council that there had been no delay on the part of the 
Committee 
Dr. F. Gray (London) said that the Guild machinery 


should be put into operation immediat would 


ly This 
take some time In the past the Guild had been concerned 


with G.P.s on It was now essential that a sections of 
the profession should b ganized This was not the time 
for passing resolutions or calling special meetings it was a 
time for getting down to quiet preparation in readiness for 
every eventualit Dr. Gray was quite certain that the 


Ministers would continue to say “ Ne The Guild 
h 


never thought of 


had 


to reach members who attending an 


ordinary B.M.A. meeting, and it also required information 
from these members It would be unw to hold a s; al 

ecting f ¢ iT or Sr il Representative Mecting 
until tt G | achine was working The ne es ol 
nember 7 Counc would be better emp d in their 
ireas than coming to London f« a special meeting 

Dr. R. G. Gipson (Winchester) thought tl Division 
were ahead of the Council and the Guild machinery should 
be got t ork now VAUGHAN JONES | 
that in the area of the Yorkshire Branch the nachinery 
was ready working and the group leaders were meeting 
on Jar iry ¥ 

It was agreed to leave it to Ch in to make the 
necessal decision about spec il the 
In any case the next meeting of Council was fixed for 


January 30 

It was also agreed, on the motion of Dr. A. BEAUCHAMB, 
that the Joint Chairmen of tl Negotiat ne Committee Bt 
attend the 


invited to next meeting of Counci 
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Dr. ¢ d ti tl was ncrea g shortag 
t ked that ti G M 
CC Central Consultants and Specialists Committee 
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The Roche antibiotic is now available 


OLEAN DOMYCIN 


Highly active against a wide range of pathogenic 
organisms, ‘Romicil’ does not disturb the normal bacterial 
flora of the gastro-intestinal tract. 


‘Romicil’ is easily absorbed, and high concentrations are 
obtained in the tissues; it is well tolerated, and is not 
destroyed in the alimentary tract. 


Dosage: Children 


Adults tial dos S00 me. t 1000 n 
followed by 250 mg. to 500 mg. ever 


Packings. Capsules 100 mg. in packings of 12 and 100 
Capsules 250 mg. in packings of 12 and 100. 


ROCHE PRODUCTS LIMITED, 15 MANCHESTER SQUARE, LONDON, W.1. 
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He MFDICA 


1 lower rank The Committee ecommended that the Mr. A. DicKSON WriGurT said that under the old system 
Coun hould approv he principle that the directors there were ass. stant surgeons and full surgeons, and there 
f Army psychiatry id pathology should have equal status should be something like that now Much of the work was 
with the directors of medicine and surgery, and that repre being done by registrars, and at present a man went straight 
sentations should be made to the Ministe f Defence ire being a senior registrar to full consultant, and that was 
dingi t gnt If the sultant could be increased ¢ ul 
Ma General J. ¢ 4. Dowse asked the Counc nflux of people of assistant standard it would not increase 
ect this re endat It w h st Sc number il! consultants The tic was arising 
en PI n the eg d ow that wi ve e over 40 years apy d ra 
f responsibili The | ple suggested by the Waverle position they were considered on compassionate ground 
Ci ce was that th I d be three d of treat and the brilliant ng man had to be content with post 
nt he armed Force dg tha he direc { surge is registrar Ihe great opponent to the assistant ide had 
ned e, and Ari n h should be 1 eneral He been the B.M.A., because it felt that the G nt would 
derstood that thes ommend s had t received use these men in order to ecor But tl ht thing 
favo with th ed ces whe were th Vas t h € itermediate en full tant 
I it discussing ti ce dations of the Wave ind i It was a criticis ft spital serv that 
( ¢ it w desired t prove the p SiO! so much was being done by the registrar 
Status of offi 5 the A Navy. and Air Force. but Mr. Hotmes SELLORS said that it was continually being 
the did not consid this method of establishing posts for pointed out to Minist: that there ' » ab tage of 
$ profess il peop necess o be the orrect consultants It had always been Association policy that 
ne i st t Ik Service decide wheth ik ne should be n e consultants On the qi on of the 
h Gg be give i " nd ft hoped would be issistant consultant grade, had they not been warned by 
eft to the Services to decide the appropriate ranks for the what had happened in the S.H.M.O. grace Man lad not 
ous branches of the | fessior i clea lea of what they meant Db in assistant consultant 
M LOGAN DAHN , hat the 5 ‘ svche If registrars w cd nore work than the should 
g was \W ‘ to pati gist he was it not time for the consultant to ask i re help 
1 great de success in the B can He was very unhappy at the idea of a new ide being 
vas d ink the pathologsts, wh ted 
we 10 VIC id t ArtHurR asked if Mr Holmes Sellors would agre 
Mr. Houtmes St RS t the ¢ nittee had not f a consultant was a consultant for 20 years and a 
had ti Teh tage t th ' nation which Major-Genera registrar was a reeistrar for ten vears. there must be twice as 
Dowse 1 now ver ind he felt a litt uneas ibout nany registrars as consultant 
c endation Mr. GERRARD moved That the Council expresses its 
Ihe recommendation was not accepted concern at the lack of progress which has been made in 
M H MES SI RS, speaking on hospital medical staff solving the problem of | pital medical staffing The 
2, Said that the position was causing great anxiety and CHAIRMAN said that the debate would be reported, and 
there was 1! ediate s tion t the pr ¢ suegested that this would indicate that the Council's mind 
M E A. GERRARD (Mancheste Said that there was a was seriously exercised about this problem 
i deal of I piness in the } hospital staffs The Mr. LoGan Danne, referring to the visit of Lord Moran 
gistrar pr em did not seer to e sort self ut to the committee to give an account of the work f the 
This problem did not concern only the senior registrars Minister's Advisory Committee on Distinction Awards, said 
Regis $ € LOUSE flicers. and surgeons that he had no doubt that the people who received distinction 
affected Ihe pr er ght appear beyond soli iwards deserved them. but this Committee was dispensing 
something should be done, and only they «c public money in strict secrecy No one knew who received 
away from the idea that all consultants must what or why They were entitled as taxpayers to know a 
ind that it was a disgrace to be an assistant ph ttle more about how and why this public money was dis 
irzeon, it would be an advantage He believed the Ass« pensed 
ciation should take a lead in this matter The Council and Mr. D. S. Pracy (Atherstone) moved that this paragraph 
the Central Consult and Specialists Committee should of the report be referred back 
ry to sort it out and relieve this log jam If something Mr. Dickson Wricurt said that it would be contrary to 
was not done he did not know what would happen ethics to publish this kind of information: it could be 
Dr. HAMILTON said that the present posit was de regarded as advertising 
ible. It was eighteen months since the Strachan Com Dr. Davip Brown seconded the reference back He did 
nittee’s report was put forward and accepted as Associa not think anybod was very ed a committee 
policy, and now the principles of that report seemed which worked in secrecy The money st! be a responsi 
to be dead Everybody who looked at this matter in a bility payment, as the Representative Body had said 
eanstic Way i ed that the hospital service ist have Dr. I. D. Grant asked if some consideration could be 
inother career grade. No service could be run by major given to the question of responsibility pay nts. If a con 
era alone : there must be colonels. He would like to sultant was of sufficient value to the community to be 
isk if the Chairman of the Committee could give an ippointed in charge of wards then he had sufficient standing 
issurance that the proposals of his Committee contained to merit an award or a responsibility payment for the work 
the ssential principles of the Strachan report, including he did The ordinary practitioner could see very little to 
that of a second career grade f so. where were they ? choose in the men who were in charge of the wards They 
Dr. Davip Brown said that a laree part of the work in were all equally good 
the hospitals to-day was carried ut b senior registrars Mr. Hotmes Sec_vors said that the Committee went int 
ind some or them ever it the age of 40 were paid a the question of re sponsibility p nents He did not claim 
] ously sma salary f the work the were doing that Lord Moran's Committee was right every time, but it 
TI were discontented—and some were leaving the was nearly always right. and anyone who felt that he should 
t fc ) id have a merit award ¢ l apply to the ¢ nitte The fact 
Mr. LANGSTON 5s that the M t “ d t K at that there wer if CT yf Icanc was yeriodical 
of the i c lat f the Strachan 1 t notified If the profession decided that the did not want 
ind that was wi i ‘ tte 4 tf ne t award system it would be abolished and the mone 
Be w f f grade was introduced a per would be lost 
inent [eat >» there had t t 1 review f the n tant Dr. WraTHALL Rowe thought that the Central Consu 
ind other needs of the regions Until this had been done tants and Specialists Committee could produce a tentative 
t was impossible to move the Ministry alternative scheme on which the Representative Body migl 
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— nent with one of the large publishing allocation of petrol to doctors. The Minist f Fuel and 
G that it d the ea Pow sto b asked k in i dt Iss miorn 

ec du la st was em ed Lud [hon had ccepted 


. ee in extra da Joint Committee of the Ass tion and the Magistrates 


A 


vas that the A.R.M. should mence Wed nc - pplements and additives t ding 


j ( he report form tl firs iter of inimals held b the British Vete 7" Associ in 
eeting November 
M La Stor at ina Plans fo i stud tor 195 were 
sented h t 
, esented ft e Counc a ts Januar announced The to s beir d by th ep nt 
- f the Danish Institu 1G Bri n and will tak 
» 
LA DHAM. Cr man t Inte atic Rela pla f n Sept be if 
ed the The CHAIRMAN oF said that he w authorized 
bine 
1 B > ng it the last meeting to ik n appeal through the columns 
W iM Ass t ilate the Jour f H pari f d s if he f 
nd ncia support for th rl 
ink y cial pp ¢ World = necessar He had kept in touch with the Office throughout 
- Phy confined ind the problem was diff lt or There were about 
4 inc n yenefit uch doct s here wished t el in. others did not 
ers KC l ece ‘ th doctors had already been he ped financta 
t st was a : would need hel; jual It was proposed that a 
\ il R ta M id ins conference f the v t d should be held 
ess the Gov ail to examine the prot Th 
< 1 to set 
f c 1949. and it was agreed to send some British doctors ow in this c nt wi had beer 
Foreign Office turned out of Egypt, and these also were being assisted wher 
nat tw ites and tw iiternat needful The fund used was the Ch Hastings Fund 
i) S. Wand. D I. D. Grant. D J 4 P i It w d that h n f . h < \ h ssrst 
iS agree | i 
ted t } 
unce as it could to the Hungarian ref 


\ustralia House, the various schemes which formed 4 meeting of the Board of Trustees of the British Medi 


necting « 
He« th Service ind the ni rt which ( d was held t BMA. H se on Decembe 19 vith 
d be fully studied at the next ung Dr. S. WAND the cha 
aaa A NcIL presented the report of the The Board of Trustees considered whether, in vi of the 
< c ! e ¢ 1 nachiner f the G 1 ch d be put int p t 
i Con tee had studied Recommendations 1, 2 Dr. J. A. L. VAUGHAN Jones 1 that the Guild 
} itt s rep and ht fi 
port ue machinery be put into ope id ti 
« I d tt witt he by Dr \ \ RUSSFII ind ~d unar ousl 
} th } } © 
H gethe with ich rey In reply to Dr. H. H. D. SuTHeRLAND, Dr. Macrae, S 
dey the Mir of Health , id that ettin he hinen tior 
des This w a t ecom hans h local D or th 
} th 
de with the Va British Medica \ ciatior as n ne of meetin 
} ( posed that the subject of rehabi f the wh fessj p 
nmitte f the Guild rl on ecs 
( wished ) xpiore th possi bilit tl 7 int 
e 7 ng nveni ps d pi 
ticles t VU 
, h B conveners of groups tings hich would be held !f 
ssion oF pos 
: , British | _— It was agreed to inform the truste f the various def 
rederauot Md Of postgraduate an de be 
; 5 | ied that the Ger trusts of this decision, and that the Negotiating Cor 
eee tia should also be informed of the action which the Board 
ched on th f 
ng 
luded eck ded sub 
d ti or he medical and socia spects 
nc fed in the annua! scientific meeting 
ssibilit f the Annual Meeting B h if ' 
Members who know of Hungarian doctors needing dvice 


ng 1 them th med 

or help should get in touch with Brigadier H. A. Sandiford 

Medical Director Internationa Medica Visito Bi Au 
P B.M.A. House Tavistock Square, London, W.C.i The 


hese w ed he repo f the Filn 
. : . majority of the 45 docto known to have arrived here have 
Cent Ethica Committee nd the 
( ‘ heen interviewed at the Bureau and advised on regis wor 
services ommittee were approves 
i und the prospects of practice in this and other countries A 
few have obtained temporary registration for hospital work 
Other Business The B.M.A has given each a s nall donation severa 
the observations of members of Council it was doctors and their families are receiving hospitality from 
s that there s a good deal of nevenness in the British medical hosts for a few weeks 


Cross Society to represent the Associatior Dr. H. D 
Other Committees Chalk nd Dr. J. B Fille wel pp ed to represent 
aA ' the Association at the 1957 Congress of the Royal Societ 
Mir. Hi. H. LANGSTON, pre g the report of the Con- of Health, and Dr. A. Barker w lected to serve on the 
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GENERAL MEDICAL SERVICES COMMITTEE 


The General Medical Services Con ttec t « December 
with D 4 B. Da sin tl Also ttending 
t ne were D S W d. Cor 


Mr. L. Dou Callande Treasurer of tt Assi tion 


Dr. H. Guy Dain Honoured 


The Annual ¢ f Local Medical Committees, 
having approved the proposals for the institution of the 
Claire Wand Award for tstanding § \ tO general 
practice, th rrustec f the < Wand Fund recom 

ended th n first award Db [ ented D H. Guy 
Dai With the present session Dr. Dain will have com 
pleted 40 vears’ service on the G.M.S. Committe ind its 
predecessor he Ins ince Acts Committee, of which he 
was chairman fo ll years This long period of devoted 

d (standing vi had ontributed so much to the 

iuse of the general practition ind his work that the 
I tees felt that such cognition as the could bestow 
could not be more highl eserved 

Dr. W. M. Knox, one of the two remaining members of 
the Committee who were als embers of the old Insurance 


Acts Committee, said that he was a member of that body 

hen Dr. Jonas died suddenly and Dr. Dain took over the 
duties of Chairman. He congratulated Dr. Dain and thanked 
him for the great services he had rendered 

Dr. F. Gray said that he also was a member in the 
interim period, and he particularly remembered the struggle 
with the Ministry of Health under Dr Dain's leadership 
He would add his tribute to Dr. Dain, who was then 
laying the foundations of work which had since been 
ru on 

The recommendation was carried with acclamation 

Dr. Datx, in response, said that it was difficult to say 
inything at all: it was rather overpowering to find this 
tem at the beginning of the agenda He was not unappre 
ciative of what had been said, but he had enjoyed it all 
The work had been an interesting experience over the years 
To have the first award of the Claire Wand Fund was very 
gratifying, and he thanked the Committee for the way he 
had been receive hat morning 

The CHAIRMAN welcomed Dr. Harding new membe 
‘ the Committee 

Central Pool 
Ihe Ministry of Health having contended that the Com 


mittee should now suggest some means of arriving at a 
reliable estimate of the earnings of general practit ers i 
the National Health Service from private practice, a ecting 
was held by officers and officials of the Association with 
Professor llen and the Association's accountant to discuss 
the matter The Ministry, it was reported, have now been 


nformed that the Committee would not agree to any inquiry 
into this matter which relied upon any sort of self-selected 


sample or which involved the use of figures derived from 


any source other than an inquiry designed solely for the 
purpose The Committee was anxious to obtain a more 
up-t date assessment of private earnings, since it Was con 
vinced there had been a steady decline since the issue was 


decided by Mr Justice Danckwerts in 1952, but t was 
essential that a large-scale inquiry must be undertaken 1 


the figure was to be assessed at anything like a reasonable 


degree of accuracy The view was that a sample of less 
than 75 yf all general practitioners would give a distorted 
figure Ir ddition it must ascertain how widely varied 
was the distribut priv prac rnings and how 
much of what private practice remained was undertaken by 
older practitioners Ihe accounts on which the inquiry 


would be based would need to be related to the actua 


rnings for the year in question 
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For vacancies (except those in Scotland) apply on I 
Form E.C.16A, obtainable from the Executive 
Council, Mark ecavelope Vacancy } Assistant wanted immediately, Essex. Some 
‘ svaila B 
BURGH-LE-MARSH, Lincotashire Australia (Brisbane Opening available with 
Near Sheffield preferably single car owner 
ASSISTANTS AVAILABLE 
KENNINGHALI Norfotk M k H Ex Assistant requir Semi-rural Practice West Com 4 
i] 
Assistantship with view VE Tricity (Dublin 
PRACTICES (Offered) 
IRELAND. DUBLIN CITY SOUTH. ESTAB 
x 3262, B.M D.C.H., Irish, married 
YORKSHIRE WEST RIDING EXECUTIVE PRACTICES (Exchange) Part-time Assistantship or full-time Locumship, q 
COUNCTL: GOOLE 
RIRMINGHAM, N.H. LIST 5.500, WISHES A 
FRAINEE GENERAI 
ASSISTANTSHIPS VACANT 
PRACTITIONERS (Vacant) 
Wanted singh Jewish Assistant view to 
Ex by North Wal i Y ork town s Wanted, Trainee Marylebone. Male or femate 
j art ars.—-Box A.3352, B.M Box 1 68. BM 
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' > Newcastle Regiona) Hospital Board BOARD OF GOVERNORS OF THE UNITED 
Irainee General Practitioners —contd and 
mal marricd for locum Consultant Chest Physician SHEFFIELD REGIONAL HOSPITAL BOARD 
Ma Reciprocal Training Scheme for Senior Registrars 
WHOLE-TIME SENIOR REGISTRAR 
IN ANAESTHETICS 
Newcastle Regional Hospital Board 
Locum S.H.VLO Anacsthetist 
for m female, March 1 


LOCU (Vacant) 


Assists ante Britikh, malic. with car, three 
j LEEDS REGIONAL HOSPITAL BOARD 
REPLIES TO BOX NUMBER 
ADVERTISEMENTS REGISTRAR IN ANAESTHETICS 
Alfege Hospital. Greenwich H 
K jent I um Regist Anaesthevics 
4 et Hospital, Greenwich beds 
B M 


LEEDS REGIONAL HOSPITAL BOARD 


mm Resident Registrar 
Obstetrics and Gynaecology 


SENIOR REGISTRAR IN ANAESTHETICS 


4 8 


It is mot posible for this office to accept 


telephone messages for relay to advertisers 


Hirminghar Group Hospite!l:$ Management 


Salisbury Group Hospital Management ( ommitice 


SOUTH-EAST METROPOLITAN REGIONAL 
locum 1.4.4.0 Salisbury General Hospital HOSPITAL BOARD 
locum Registrar in Medicine A 


REGISTRARS IN ANAESTHETICS 


idhurhbouwr Hespital Sherborne Dorset 

in the Coldeast and Tatchbu Me t 

fous South-West Metropotitan Regional Hospital Board 

ita 
W hote- time eocum Chest Physicts 
Whol Locum Tenens Avsistant Psychiatrist bot Physician 
S.H.M.O. Grade 
R 
H t 
bourne Hospital Masagement Committee 
ocum Anac vetis Consultant or % ‘ Upton Hospital, Slough BOARD. Scotland 
REGISTRAR 
Locum Medical Registrar 

Glaetawe Hospital Management ( ommitice 

Swanses Hospital (403 beds Swansea 

LOCUMS (Available) 
Ex-Trainee D.BC.OG awaiting Assistantship 
Residea Aneesthetict. Senior House OF grad x M THE UNITED LIVERPOOL HOSPITALS 
Indian Conjoint car uilabte for 


— — ANAESTHETIC REGISTRAR 


Hastemere IMetrict Hospital. Has mer Serre) APPOIN I MI N rs 


om Tenens Sergical Registrar General 
ANAESTHETICS 
NORTH-WEST METROPOLITAN REGIONAI CENTRAL MIDDLESEX HOSPITAL 
HOSPITAL BOARD Park Royal, V.W.10 
Short-term I » Tenen SENIOR HOUSE OFFICER (Anaesthetics) 
CONSULTANT ANAESTHETIST 
M 
OQLEEN CHARLOTTE’S AND CHELSEA 
Manchester BR Hospite! Bow WESTMINSTER HOSPITAI ang 
St. John’s Gardens, §.W.1 
locun ‘ gist ANAESTHETIST Senior House Officer) 


4 
| 
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Anaesthetics—contd. UNITED MANCHESTER HOSPITALS 
SI ALFEGE’S HOSPITAL. Greenwich. S.E.10 IMI OR | AN | NO l I¢ ‘E Manchester Royal Infirmar lanchester, | 
(363 beds Recognized for D.A. and F.F.A.R.C.S RESIDENT CASUALTY OFFICER 
APPOINTMENTS Registrar or S.H.O. Grade 
RESIDENT SENIOR HOUSE OFFICER 
Anaesthetics) Medical equested 
not to apply 
2 TYNEMOUTH VICTORIA JUBILEE 
THE MILLER GENERAL HOSPITAI < INFIRMARY. North Shields 
Greenwich, S.E.10 120 beds) ad 
Recognized for D.A. and F.F.A.R.C.S y B M \ RESIDENT JUNIOR CASUALTY OFFICER 
) 
RESIDENT SENIOR HOUSE OFFICER B.M.A Hot vistock =O 
Anaesthetics Ww “ M 
\ ary l M \ \ 
I P D> » 
POSTGRADUATE MEDICAL SCHOOL 
WEST LONDON HOSPITAL e , Du Cane Road, London, W.12 
Hammersmith Road. W.6 REPUBLIC OF IRELAND, 
WHOLE-TIME NON-RESIDENT CASUALTY 
N ose 
RESIDENT SENIOR HOUSE OFFICER PORTIUNCULA HOSPITAL, OFFICER (5.1.0. grading) 
( Anaesthetics BALLINASLOE, CO. GALWAY M » 
S K M \ g Staff 
By Orde Counc MEMORIAL HOSPITAI 
BANGOUR GENERAL HOSPITAL A. MACRAE, Shooters Hill, Woolwich, 
oxt Wes 
Wee 1. 198 SENIOR HOUSE OFFICER (Casualty Dept.) 
SENIOR HOUSE OFFICER ( Annesthetics) ui rR 3 
D.A 
SUNDERLAND AREA HOSPITAL 
M MANAGEMENT COMMITTEE ST. MARY’S HOSPITAL. W.2 
RESIDENT ANAESTHETIST A 
RESIDENT ANAPSTHETIST 5S.H.0 1 
H 
HASTINGS GROUP HOSPITAL MANAGEMENT 
COMMITTEE H 
BACTERIOLOGY 
SENIOR HOUSE OFFICER (Anaesthetics) 
R CITY HOSPITAL, Greenbank Drive, Edinbergh THE MILILER GENERAL HOSPITAL. (180 beds) 
FAR | Recognized for the F.R.C.S. Examination 
App! ‘ JUNIOR HOSPITAL MEDICAL OFFICER SENIOR HOUSE OFFICER 
> ‘ Has Bacteriology) P - 
| 
LEICESTER ROVAL INFIRMARY 4 fa 
SENIOR HOUSE OFFICER (Anaesthetics) 
WEST LONDON HOSPITAL 
CARDIOLOGY Hammersemith Road 
i 
RESIDENT CASUALTY OFFICER 
WESTERN REGIONAL HOSPITAL BOARD (S.H.0. 
WHOLE-TIME ASSISTANT CARDIOLOGIST aes 
‘ > 
PRESTON AND CHORLEY HOSPITAL CROYDON GENERAL HOSPITAL 
MANAGEMENT COMM™MITI | 
a CASUALTY OFFICER (5.H.0 Resident) 
Preston Royal tnfirmary f fica P ? 
4 A i K 
SENIOR HOUSE OFFICER IN ANAESTHETICS 64 R 
Come 
R R 4 CROYDON GROUP HOSPITAL MANAGEMENT 
COMMITTEE 
OUFEN MARY'S HOSPITAL Sidcup. Kent 
Mayday Hospital (611 beds 
RESIDENT SENIOR HOUSE OFFICER CASUALTY 
Anaesthetics) JUNTOR CASUALTY OFFICER 
Fet SHEFFIELD REGIONAL HOSPITAL BOARD Senlor Howse Officer Grade 
4 
4 City General Hospital, Shefficid (652 beds) Es 
Recognized for the F.R.C.5. examination 
WHOLE-TIME RESIDENT OR NON-RESIDENT } M 
ASL ALTY REGISTRAR 
THE ROVAL HOSPITAL, Wotverhampt 
(Aa Associated Hospital of the Birmingham 
University Medical School 
R IMPORTANT: All intending applicant« 
Semon B should read the revised NOTICE at the 
¢ witt nents with top of page 35 
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( asualty—contd TORBAY HOSPITAL Torquay 
EDGWARE GENERAL HOSPITAL (715 beds RESIDENT CASUALTY OFFICER 
Senior Howse Officer status 
tdgwa Middle se. 


RESIDENT SENTOR CASLALTY HOUSE 
OFFICER 


WESTON-SUPER-MARE GENERAL HOSPITAL 
HERTFORD COUNTY HOSPITAI 
H tuated 21 mile rom 


fon CASLALIY OFFICER 


Senior House Officer Grade 
RESIDENT CASLALTY OFFICER 


Sentc Howe OF rade 


LISTER HOSPTTAI Hitchin, Herts 


KENT AND SUSSEX HOSPITAI 


Tunbridge Well ‘ CASUALTY OFFICER (Re at 
SENIOR HOUSE OFFICER Casualt 
ROVAL SUSSEX COL NTY HOSPITAT 12 beds 
LUTON AND DUNSTABLE HOSPITAI TWO CASUALTY HOUSE SURGEONS 


Luton, 


SPNIOR HOUSE OFFICER 


SALFORD ROVAL HO 


SPITAI 
MAIDSTONE WEST KENT GENERAI Salford Management Committee 
HOSPITAL 141 beds | 2 beds : general 
Mid-Kent Hospital Management ommittce 


CASUALTY OFFICER (Senior House Officer HOUSE OFFICER 
Recognized for F.R.C.S 


NOTTINGHAM Gt ERAL HOSPITAL 
CHEST AND TUBERCULOSIS 


se THORACIC SURGERY 
SFNIOR St OFPTICER asualt 


LEED REGIONAL HOSPITAL BOARD 


REGISTRAR IN CHEST DISEASES 


REAINNC AND DISTRICT HOSPITAL 
MANAGEMENT COMMITTEE? 


MILFORD CHEST HOSPITAL, ¢ 


odaiming, Surre) 
RESIDENT SPNTOR HOt OFFICER 
A ad Orthopacdic Department THORACIC MEDICAL REGISTRAR 


ROYAL GWENT HOSPTTAI Newport. Moa NORTH-WEST METROPOLITAN REGIONAI 
esidents Recognized F.R.C.S.) 


HOSPITAL BOARD 


SENIOR HOUSE OFFICER Clare Hall Hospital. South 
Herts 405 beds fo 
the chest aclud 


near Barnet 
tuberculosis and diseases of 


80 for thoracic surgery) 


MEDICAL REGISTRAR 


TEES-SIDE HOSPITAL MANAGEMENT 
COMMITTEE 


General Hospital (309 beds), Middlesbrough 


JAN. 5 


SOL TH-WEST METROPOLITAN REGIONAL 
HOSPITAL BOARD 


Fpsom Group Hespital Management Coamnilice 


REGISTRAR IN CHEST MEDICINE 


SOLTH-WEST METROPOLITAN REGIONAI 
HOSPITAL BOARD 


Portsmouth Growp Hoespita Management 


Committee 


REGISTRAR 


STOKE-ON-TRENT GROUP 


MEDICAL REGISTRAR (Chest Diseases) 


CARDIFF HOSPITAL MANAGEMENT 
COMMITTEE 


SENIOR HOUSE OFFICER (Medical) 


DRIFFIELD. YORKSHIRE NORTHFIELD 
SANATORIUM (78 beds 


SENIOR HOUSE PHYSICIAN 


NORTHOW RAM HALL HOSPITAL, Halifax 
(108 beds) 


SENTOR HOUSE OFFICER in Chest Diseases 


WORTHING GROUP HOSPITAL 
MANAGEMENT COMMITTEE 


SPNIOR HOUSE OFFICER asualt REGISTRAR IN THORACIC MEDICINE 


BARNET GENERAL HOSPITAI 
Welthouwse Lane, Barnet Herts 


RESIDENT HOUSE PHYSICIAN 


Ant 
the Ene Dork in 
— 
M 
H Y yuired H Pp G 
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‘ 4 t } 
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E 
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DENTAI DONCASTER HOSPITAL MANAGEMENT ST. MATTHEW'S HOSPITAL (320 Geriatric beds) 
COMMITTEE 

THE HOSPITAL FOR SICK CHILDREN 

Great Ormoad Street. Loadoa. W.C.1 Dencaster Royal Infirmary SENIOR HOUSE OFFICER (Geriatrics) (Resident) 
(Recognized under the regulations for the \ 
Th Fellowship and D.L.O.) H M “ H 
RESIDENT SENIOR DENTAL HOUSE 
S.H.A one — — 
: , H.0. in the Far. “ and Threat Department BOARD OF MANAGEMENT FOR THE 
Ex ‘ ABERDEEN GENERAL HOSPITALS 
— 
: ’ ORTH STAFFORDSHIRE ROYAL SENIOR HOUSE OFFICER IN GERIATRICS 
H R 
SENIOR HOUSE OFFICER (E.N.T.) 
SOUTH MANCHESTER R 
Withington Hospital Manchester, 20 
k 6s 4 
44 
SENIOR HOUSE OFFICER ROYAL SOUTH HANTS HOSPITAI —_— -= 
Me M Fa Southampton (274 beds) and ST. DAVID'S HOSPITAL, Cardit 
SOUTHAMPTON GENERAL HOSPITAL 
f (472 beds | SENIOR HOUSE OFFICER (Resident) 
f tw SENIOR HOUSE OFFICER (F.N.T.) | 
4 
work I 
LEYTONSTONE (NO. 10) HOSPITAL GROUP 


DERMATOLOGY 


THE SKIN HOSPITAI in-patients’ Department H M RB 
George Road. Birmingham. 15 
SENIOR HOUSE OFFICER THE UNITED LIVERPOOL HOSPITALS 
or HOUSE OFFICER 
SENIOR HOUSE OFFICER 
in Otorhinolaryagology (Resident) 
y B 
R 
EAR, NOSE, AND THROAT, ETC. WESTERN INFIRMARY OF GLASGOW 
NORTH MANCHESTER HOSPITAL SENIOR HOUSE OFFICER 
MANAGEMENT COMMITTEE N k 
GROUP REGISTRAR IN E.N.T. SURGERY \ 
k 
< H M 
H 
STOKE-ON-TRENT GROUP 
BOARD OF MANAGEMENT FOR INVERNESS 
REGISTRAR E.N.T SURGERY HOSPITALS 
7 Royal Northern Infirmary (222 beds) 
HOUSE OFFICER 
4 (Ear, Nose. and Throat and Opbthaimology) 
THE BOARD OF GOVERNORS OF THE G M 
UNITED BRISTOL HOSPITALS AND THE K in 
SOUTH-WESTERN REGIONAL HOSPITAI 
BOARD 
GLASGOW EAR, NOSE AND THROAT 
B is for HOSPITAI 
REGISTRAR IN EAR, NOSE AND THROAT RESIDENT HOUSE OFFICERS (Two 
SURGERY 4 
{ N 
TINDAL GENERAL HOSPITAI 
Aylesbury, Bucks (260 beds) 
S k B. 
HOUSE SURGEON (E.N.T.) 
P 4 ) men 
WELSH REGIONAL HOSPITAL BOARD ce 
SENIOR REGISTRAR, E.N.T. Surgery 4 
New M 
GERIATRICS 
ROVAL GWENT HOSPITAL Newport, Moa ST. GEORGE'S HOSPITAL. Horncherch 
260 beds—10 residents | 
JUNIOR HOSPITAL MEDICAL OFFICER 
JUNIOR HOSPITAL MEDICAL OFFICER (Resident) 
or SENIOR HOUSE OFFICER 
E.N.1 at 
. ‘ 2 HM H 
New t. M 


HOLSE OFFICER 


Suaderiand 


GENERAL HOSPITAI 
HOUSE OFFICER, Geriatric Unit 
p 
i 
INFECTIOUS DISEASES 
WESTERN HOSPTTAI 
Seagrave Road, Fulham, S.W.4 


Infectious Diseases) 


REGISTRAR 


CHERRY TREE HOSPITAL (Isolation—-% beds) 
Stockport 


A f 
SENIOR HOUSE OFFICER 
M B. Shaw H 
MEDICINE 
NORTH-WEST METROPOLITAN REGIONAI 


HOSPITAL BOARD 
Willesden Chest Clinic, Pound Lane, N.W.10 
MEDICAL REGISTRAR 


All intending applicants 
the NOTICE at the 


top of page 35 


IMPORTANT 


read revised 


should 


of 
— 
| in tt wthorne H d 
Ar nent as 
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Viedicing contd 


REGTIONAT 
HOSPITAL BOARD 


MEDICAL REGISTRAR 


LNSIVERSITY COLLEGE HOSPTITAI 


Vil cal REGISTRARS 
ROAR rT OVERNORS OF THE UNITED 
SHEPPU > REGTIONATI HOSPITAL ROARD 
WHOL WE SENIOR REC iN 
GENERAL MEDICIS 
MIARD COVER Ons OF 
HOSPTT 
REGIONAL HOSPITAI BOARD 
sot ' K 
SENIOR REGISTRAR IN 
GENERAL MEDIC! 
LEEDS REGIONAL HOSPITAL BOARD 
REGISTRAR IN GENERA MEDICINE 


NORTH-WEST METROPOLITAN REGIONAI 
HOSPITAI BOARD 


WEDICAL REGISTRAR 
ree LNITED SHEPPFIFLD HOSPITALS 
RESIDENT NO RESIDENT RFCISTRAR 
SENIOR HOUSE OFFICER 
IN GENERAL MEDICINI 


WESTERN REGIONAL HOSPITAL BOARD 


SENIOR REGISTRAR IN MEDICINE 


HITHER GREEN HOSPITAI Lendon, 


SENTOR SE OFFICER 


COL NTY HOSPITAT Mon 


SENIOR HOUSE OFFICER 


EXETER AND MID-DEVON HOSPITALS 
MANAGEMENT COMMITTEF 


Heavit R xeter heds 


RESIDENT SENIOR HOUSE OFFICER 
IN MEINCINE 


VMID-GLAMORGAN HOSPITAL MANAGEMENT 
COMMITTEE 


Port Tathot General Hospital, Hospital Road 


ort Talbot (85 beds 


SENIOR HOUSE OFFICER 


STOKE MANDEVIILE HOSPITAL 
Avlesheur Buck 619 beds 


SENTOR HOUSE PHYSICIAN 
Senior Resident Medical Officer) 


WESTWOOD HOSPITAI BReverles orkshire 


heds 


HOUSE PHYSICIAN 


GERMAN HOSPITAL Dutston 


General 157 beds 


HOUSE PHYSICIAN 
Registered Practitioners only 


SOL TH LONDON HOSPITAL FOR WOMEN 
AND CHILDREN, Clapham Common, 


HOUSE PHYSICIAN 


v‘isham Group Hospital Management ommiticc 
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BIDEFORD AND DISTRICT HOSPITAL (51 beds 


HOUSE OFFICER 


BLACK NOTLEY HOSPITAI Braintree, Essex 


POSTS OF HOU st SURGEON AND 
HOUSE PHYSICIAN 


EAST RIDING GENERAL HOSPITA! 
Driffield, \orkshire (247 beds 


HOU SI PHYSICIAN 


ROYAL HALIFAX INFIRMARY 
HOUSE PHYSICIAN 


VALE OF LEVEN HOSPITAI Alexandria 


Dunabartoashir ISS heds 


GENERAL MEDICINE non-pre-registration 


VICTORIA CENTRAL HOSPITAI 135 beds 


rWO HOUSE PHYSICIANS 


QUEEN MARY'S HOSPITAL FOR THE EAST 
END, Stratford, 


HOUSE PHYSICIAN pre-registration 


BLACKBURN AND DISTRICT HOSPITAL 
MANAGEMENT COMMITTEE 


Queen's Park Hospital, Blackburn 
640 general beds 


HOUSE PHYSICIAN 


EAST CUMBERIAND HOSPITAL 
MANAGEMENT COMMITTEE 


Cumbertand tafirmary, Cartiste 130 beds 


HOUSE OFFICER (General Medicine 


IPSWICH AND EAST SUFFOLK HOSPITAL 
Heath Road Wing, Ipswich (274 beds) 


HOUSE PHYSICIAN (Pre-registration 
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Medicine—contd. 


THE GENERAL HOSPITAL, Sunderland SOUTH-WEST METROPOLITAN REGIONAI 
HOSPITAL BOARD 
HUNTINGDON COUNTY HOSPITAI HOUSE PHYSICIAN (Male or female) 
Lambeth Hospital, Brook Drive, 5.E.11 
4 \ 
\ 
HOUSE OFFICER (Medical) H j 
rt OBSTETRIC AND GYNAECOLOGICAI 
k a REGISTRAR 
M I 
NEUROLOGY 
THE NATIONAL HOSPITALS FOR NERVOUS M ( 
DISEASES 
LINCOLN COUNTY HOSPITAL 200 beds \ s in 
M 
0 2 Ww 
HOUSE PHYSICIAN R I 2 
six THE BOARD OF GOVERNORS OF THI 
\ UNITED BRISTOL HOSPITALS AND THE 
SOUTH-WESTERN REGIONAI HOSPITAI 
BOARD 
k H h Ew M B 


PEACE MEMORIAL HOSPITAL, Watford, Herts 


REGISTRAR IN OBSTETRICS AND 
(208 beds THE NATIONAL HOSPITALS FOR NERVOUS GYNAFCOLOGY 
DISEASES Tr 
P 
HOUSE PHYSICIAN (Pre-registration post) tit { k 
NH REGISTRAR (Non-resident) H R 
“ stin Hi Sa Ww 
Depart t Th I 
PORTSMOUTH GROUP HOSPITAL f M.R ( 
MANAGEMENT COMMITTEE \ 
Royal Portsmouth Hospital (65 medical beds) H. M t R 
HOUSE PHYSICIAN (Pre-registration) B N H tals i R . 
N ) ‘ ) » W a 
Saint Mary's Hospital (74 Medical beds) 634 
HOUSE PHYSICIAN (Pre-registration) THORPE MATERNITY HOSPITAL 
Easington, Co. Durham 
: , NEUROSURGERY JUNIOR HOSPITAL MEDICAL OFFICER IN 
OBSTETRICS (male or femal 
“ SOON as t H HOSPITAL BOARD 
M H M K t 
Pr \ 
CONSULTANT NEUROSURGEON , R 
RYHOPE GENERAL HOSPITAL ‘ 
Near Sundertand H 
ex r Affiliated to the Middlesex Hospital 
H Co. D ‘ R 4 
RESIDENT SENIOR GYNAECOLOGICAL 
HOt SE OFFICER 
SOUTH-EAST NORTHUMBERLAND HOSPITAL \ 
HOUSE PHYSICIAN < R H 
p ston H Ww 
j N 44 


OLDCHURCH HOSPITAL, Romford 
722 beds) 
TEES-SIDE HOSPITAL MANAGEMENT a 
COMMITTEE 


Essex 


SENIOR HOUSE OFFICER, NEUROSURGERY 
Hemlington Hospital (274 beds). Middlesbrough 


CHARLOTTE’S AND CHELSEA 
R FRCS. (Eng HOSPITALS 
HOUSE PHYSICIAN Hos Queen Charlotte's Maternity Hospital 
Hos M I sists — 
‘ THE MIDLAND CENTRE FOR NEURO JUNIOR OBSTETRIC OFFICER 
SURGERY Holly Lane Smethwick, (Seater Meuse OGicer 
near Birmingham (75 beds) R 
M H 
‘ SENIOR HOUSE OFFICER Resident 
A 
Pate THE MOTHERS’ HOSPITAL (Salvation Army), 
TEES-SIDE HOSPITAL MANAGEMENT 
COMMITTEE 
North Ormesby Hospital, Middlesbrough SENIOR HOUSE OFFICER 
(Post recognized for M.R.C.0.G 
A for t appointment of OBSTETRICS AND GYNAECOLOGY and s 
MOUSE PHYSICIA SOUTH-EAST METROPOLITAN REGIONAI MH 
n f Tt HOSPITAL BOARD 
= CARDIFF HOSPITAL MANAGEMENT 
Pp WHOLE-TIME REGISTRAR IN OBSTETRICS 
sed 1 th - AND GYNAECOLOGY SENIOR HOUSE OFF'CFER in Obstetrics 
UNITED OXFORD HOSPITALS uM 
The Radcliffe Infirmary, Oxford M 


HOUSE PHYSICIAN 


Med 


th 


IMPORTANT: All intending applicants 
: f Reg should read the revised NOTICE at the 


top of page 35 
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Ubstetrics and Gynaecology—contd. PLYMOUTH, SOUTH DEVON AND EAST ROYAL GWENT HOSPITAL, Newport (260 beds) 
CORNWALL GENERAL HOSPITAL GROUP 
DONCASTER HMOSPITAI VANAGEWMENT GYNAECOLOGICAL HOUSE SURGEON 
OM™MITTES Alexandra Maternit Howe De voupt 
Flete Maternity Hosne trminogtoa ( vA 
Western te 
Re« for b HOUSE OFFICER IN OBSTETRICS 
1 approved 
ROYAL INFIRMARY © beds), Sunderiand OPHTHALMOLOGY 
HOUSE OFFICER (Mate NORTH-EAST METROPOLITAN REGIONAI 
HOSPTTAL BOARD 
PART-TIME ASSISTANT OPHTHALMOLOGIST 
S.H.M.O. erad 
PEIER HOSPITA € k War 
IREVALYS MANOR MATERNITY HOSPITAI 
RESIDENT HOUSE SURGEON (5.4.0. or Intern Rossett, near Wrexham (47 beds N 
HOUSE SURGEON MANCHESTER REGIONAL HOSPITAL BOARD 
Part-time six half-days weekly 
ASSISTANT OPHTHALMOLOGIST S.H.MLO 
DUDLEY ROAD HOSPITAL, Birmingham 
nen om od Grom logy 
SENTOR HOUSE OFFICER 
HOUSE SURGEON MOTHERS’ HOSPITAL (Salvation Arm 
far Clapton, Maternity, 110 beds WESTERN REGIONAL HOSPITAL BOARD 
REGISTERED OBSTETRIC HOUSE ASSISTANT OPHTHALMOLOGIST 
S~LRGEONS 
b) Pre-reeg " od post 
BOARD Of MANAGEMENT FOR INVERNESS OBSTETRIK HOLS S~LRGEON 
HOSPTT 
BETHNAL GREEN HOSPITAI 
Cambrid H h Road, Loadoa, E.2 
COVENTRY & WARWICKSHIRI HOSPITAI 
beds 6 Ophthalmo!loeg 
REGISTRAR, OPHTHALMOLOGY 
VEDWAY AND GRAVESEND HOSPITAL OARD OF MANAGEMENT FOR INVERNESS 
MANAGEMENT OMMITTES HO rALS 
4 All Saint 7] ham Royal Northern I ma 22 beds 
OBSTE TRI ra ron R ‘ 
WESTERN REGIONAL HOSPITAL BOARD 
EAST CUMBERLAND HOSPITAI REGISTRAR IN OPHTHALMOLOGY 
NAC “iv 
MID-GLAMORGAN HOSPITAL MANAGEMENT SANAGEMENT COMMITTES 
4 
Bridgend Gen Quaretla Road 
Bridgend (381 bed 
ONE HOUSE OFFICER 
Hot ‘LRGEON 
cw Matera md Cit General (188 — — 
beds) H lk, Cartish THE OULPEN ELIZABETH HOSPITAL FOR 
ONE HOUSE OFFICER CHILDREN, Hack Road, £.2 
OPHTHALMIC ASSISTANT 
LAMORGAN HOSPITAL MANAGEMENT 
COMMITTEE 
Neath ¢ wu Neath (412 bed STAINES GROUP HOSPITAL MANAGEMENT 
COMMITTEE 
0 t 4 j FORTH PARK MATERNITY HOSPITAI Ashford Hospital, Ashford. Middlevex 
Kirkcaid 4 beds 
CLINICAI ASSISTANT 
RESIDENT HOUSE OFFICER 
NORTH-WEST DURHA™M HOSPITAI 
MANAGEMENT COMMITTE! M D 
, GUILDFORD ROYAL SURRFY COUNTY 
HOSPITAL (233 beds 
RESIDES 1OL SE OFFICER GLOUCESTERSHIRE ROVAL HOSPITAL 
Great W ern Road Branch SENIOR HOUSE OFFICER 
GYNAFECOLOGICAL HOUSE SURGEON 
H 


Ophthalmology—contd. 


NORTH STAFFORDSHIRE ROVAI 


INFIRMARY 455 beds 


SENIOR HOUSE OFFICER (Ophbthalmolog: 


NOTTINGHAM & MIDLAND EVE INFIRMARY 


SENIOR HOUSE OFFICER 


SL NDERLAND EVE INFIRMARY (60 beds) 
Recognized tor D.O. and F.R.« 


SENIOR HOUSE OFFICER 


RESIDENT HOUSE OFFICER 


GLASGOW EVE INFIRMARY 


ROYAL LYE AND EAR HOSPITAI 


Bradtord, | 


IL NTIOR HOUSE SURGEON (Ophthaimolog 


ORTHOPAEDICS 


THOMAS HOSPITAI London 


SLRGEON to the Orthopacdi De; 


HOSPITAL BOARD 


REGISTRAR 


NORTH-WEST METROPOLITAN REGIONAI 


EASTERN REGIONAL HOSPITAL 


(Scotland 
Orthopacdics 


SENIOR REGISTRAR 
in th Regional Orthopuedik 


Birmingham 


ORTHOPAEDIC REGISTRAR 


ROYAL ORTHOPAEDIC HOSPITAL 


BRITISH MEDICAL JOURNAI 
Ss! ALFEGE’S HOSPITAI 463 heds) 
Recognized for F.R.C.S. Examination 


RESIDENT SENIOR HOUSE OFFICER 


Orthopacdics and General Serger) 


GLOUCESTERSHIRE ROYAL HOSPITAL 


Great Western Road (350 beds 


SENIOR HOUSE OFFICER 


HARLOW WOOD ORTHOPAEDIC HOSPITAL 
near Mansfield Notts 138 beds 


RESIDENT SENIOR HOUSE OFFICER 


KENT AND SUSSEX HOSPITAL 
Tunbridge Wells 303 beds) 


SENIOR HOUSE OFFICER (Orthopaedics 


KILMARNOCK INFIRMARY 
SENIOR HOUSE OFFICER (Orthopaedics) 


ROYAL BUCKINGHAMSHIRE HOSPITAL 
Aylesbury 


SENIOR HOUSE OFFICER 


R R \ 


~ROVAL CORNWALL INFIRMARY. Trure 
Orthopaedic and Accident Department of 120 beds 


SENIOR HOUSE OFFICER 


SHOTLEY BRIDGE GENERAL HOSPITAL 
Shotiey Bridge Consett, Co. Derham (533 beds) 
SENIOR HOUSE OFFICER of 
JUNIOR HOSPITAL MEDICAL OFFICER 


Ortho wedics 


TEES-SIDE HOSPITAL MANAGEMENT 
COMM™MITTEF 
General Hospital (303 beds), Ayresome Green Lane. 
Middlesbrough 


4 
SENIOR HOUSE OFFICER (Orthopaedics 


ASHFORD HOSPITAI Ashford, hent 


HOUSE SURGEON (Orthopaedics) 


BOARD OF MANAGEMENT FOR INVERNESS 
HOSPITALS 
Raigemore Hospital (408 beds) 
HOUSE OFFICER 
in Fracture and Orthopaedic Surgery 


PLACE MEMORIAL HOSPITAL, Watford, Herts 


(208 heds 


ORTHOPAEDIC HOUSE SURGEON 


with certain Caswall, Duties) 


ROYAL BUCKINGHAMSHIRE HOSPITAL 
Aylesbury 


HOUSE OFFICER 


PAEDIATRICS 
ROYAL HOSPITAL FOR SICK CHILDREN 


slusgow 
RESEARCH FELLOW in Paediatrics 
~ QUEEN ELIZABETH HOSPITAL FOR 
CHILDREN AND THE MOTHERS’ HOSPITAL 
S.A Hackne 


PAFDIATRIC REGISTRAR (Non-resident) 
M 


NORTH-EASTERN REGIONAL HOSPITAI 
BOARD, Scotland 


SENIOR REGISTRAR 


Children’s Hospital Unit 


SENIOR REGISTRAR IN PAEDIATRICS 


THE HOSPITAL FOR SICK CHILDREN 
Great Ormond Street, Loadoa, W.C.! 


HOUSE PHYSICIAN 
ONE HOUSE SURGEON 


CHILDREN'S HOSPITAL 83 beds Sunderland 


SENIOR HOUSE OFFICER (Paediatrics 


IMPORTANT All intending applicants 
should read the revised NOTICE at the 
top of page 35 
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Paediatrics 
MO 


contd 
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MEDICAL JOURNAI JAN. 5 
HALIFAX GENERAL HOSPTTAI 425 beds VOLVERHAMPTON GROUP 
Y HALL MOSPITAL FOR CHILDREN HOUSE PHYSICIAN The Royal Hospital 
‘ ter Birmingham 13 «d 
SENIOR HOUSE OFFICER (Pacd JUNIOR PATHOLOGIST 
PORTSMOL TH GROUP HOSPITAL 
MANAGEMENT COMMITTEE! 
ICTORIA HOSPITAL FOR SICK CHILDREN Roval Portsmouth Hespital 
Park Street, Holl 
HOL SE OFFICER Paediatric Medical) 
RESIDENT SENIOR HOUSE OFFICER PHYSICAL MEDICINE 
NORTH-EAST METROPOLITAN REGIONAL 
HOSPTTAL BOARD 
CONSULTANT PHYSICIAN IN PHYSICAL 
CHILDREN’S HOSPITAI Sydenham, %.E.26 MEDICINE 
) 
HOUSE OFFICER (Meal as PATHOLOGY 
ST MARY'S HOSPTTAI 
EVELINA CHILDREN’S HOSPITAL of GUY'S 
HOSPITAL REGISTRAR 
Southwark Bride Road. Loados. S$.£.! to the Department of Chemical Pathology KING'S COLLEGE HOSPITAL 
Denmark Hill, 5.E.5 
RESIDENT HOUSE PHYSICIAN 
with Cawalty Duties 
REGISTRAR 
MEMORIAL HOSPITAI KINGSTON GROUP HOSPITAL MANAGEMENT 
Shooters Hill, Woolwich, 5.E.18 COMMITTEE 
PAEDIATRIC HOUSE PHYSICIAN REGISTRAR IN PATHOLOGY 
Re nized for D.C.H k 
CHILDREN'S HOSPITAI beds Sundertand 
PLASTIC SURGERY 
HOUSE OFFICER Pucdiatri 4 
BANGOUR GENERAL HOSPITAI 
NORTH MANCHESTER HOSPITA West Lothian (near Edinburgh 
MANAGEMENT COMMITTEE Maxillo-Facial and Plastic Surgery Unit 
REGISTRAR in the Department of Patholog s 
REGISTRAR 
ROVAL HOSPITAL FOR SICK CHILDREN 
Vorkhill, Glasgow 
MEDICAL OFFICER (Howe OF grading NORTH-WEST METROPOLITAN REGIONAL 
HOSPITAL BOARD 
REGISTRAR IN PATHOLOGY 
BANGOUR GENERAL HOSPITAI 
West Lothian (near Edinburgh 
ROVAL HOSPITAL FOR SICK CHILDREN Maxsi.to-Facial and Plastic Surgery Unit 
Vorkbill Cinegow 
RESIDENT HOUSE SURGEON KR HOUSE OFFICER 
THE UNITED SHEFFIELD HOSPITALS 
WESTMINSTER HOSPITAL TEACHING 
GROUP REGISTRAR IN CLINICAL PATHOLOGY 
Westminster Children’s Hospital M 
TWO HOUSE PHYSICIANS — 
Se od Pre-registration 
ONE HOUSE SURGEON 
STOKE 
1AFLOR GENFERAI 


ON-TRENT 
APPOINTMENT OF 
HOSPITAL Wrexham 
beds 
APDIATRIC Han 


Al 


PHYSICIAN 


COMMITTEE 


HOSPITAL 


PSYCHIATRY 


NORTH-WEST 
MANAGEMENT HOSPITAL 
RESIDENT 
PATHOL(M 


TROPOLITAN REGIONAL 
ASSISTANT 


BOARD 
CONSULTANI 
ist 


PSYCHIATRIST 


Psychiatry —contd 


NEWCASTLE REGIONAL HOSPITAL BOARD 


Newcastle General Hospital 
Department of Psychological Medicine 


CONSULTANT PSYCHIATRIST 
(Child Guidance 


IHE UNITED CAMBRIDGE HOSPITALS 


CONSULTANT PSYCHIATRIST 


MANCHESTER REGIONAL HOSPITAL BOARD 


WHOLE-TIME RESIDENT DEPLTY MEDICAL 
SLPERINTENDENT and ASSISTANT 
PSYCHIATRIST (S.HM.O 


SOUTH-EAST METROPOLITAN REGIONAI 
HOSPITAL BOARD 


ASSISTANT PSYCHIATRISI 


K 


BRITISH MEDICAL JOURNAI 


NORTH-WEST METROPOLITAN REGIONAI 
HOSPITAL BOARD 
PSYCHIATRIC RI 


REGISTRAR IN PSYCHIATRY A 


SHENLEY HOSPITAL 


GISTRAR 


THE NATIONAL HOSPITALS FOR NERVOUS 
DISEASES SOL TH-LASTERN REGIE 
BOARD, Sco 


INAL HOSPITAL 
tland 


REGISTRAR 


PSYCHIATRIC REGISTRAR (Non-resident) 
NJ 


I R 


LEEDS REGIONAL HOSPITAL BOARD 


REGISTRAR IN PSYCHIATRY 


Storihes Hail Hospital (2.750 beds) 


SOL TH-WEST METROPOI 
HOSPITAL 
! Psychiatric Registrars 1 


TTAN REGIONAI 


ruining Scher 


REGISTRAR 


LEEDS REGIONAL HOSPITAL BOARD 


SENIOR REGISTRAR IN CHILD PSYCHIATRY 


NEWCASTLE REGIONAL HOSPITAL BOARD 


REGISTRAR PSYCHIATRIST 


M t THE BOARD OF GOVERNORS OF THI 


? UNITED BRISTOL HOSPITALS AND THE 


SOLTH-WESTERN 
BOARD 


INAL HOSPITAL 


K P South Somerset Clinical Area 


NORTH-WEST METROPOLITAN REGIONAI 
HOSPITAL BOARD 


WHOLE-TIME PSYCHIATRIC REGISTRAR 


M k A 


NORTH-WEST METROPOLITAN REGIONAL 


SENIOR REGISTRAR IN PSYCHIATRY 


HOSPITAL BOARD S R H i 
lark R n 
REGISTRAR 
Hi H St 
| 
P.M H IMPORTANT All intending applicants 
should read the revised NOTICE at the 
H { Management Commitice H top of page 35 
H H t 
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Jan. 5 157 
Psychiatr contd. ST. MARY'S HOSPITAL BOURNEMOUTH & EAST DORSET HOSPITAL 
— | MANAGEMENT COMMITTEE 
BOARD OF GOVERNORS OF THE s 
UN PD BRISTOL HOSPITALS AND THE REGISTRAR Christchurch Hospital, Hants 
SOU TH-WESTERN REGIONAL HOSPITAI to the Diagnostic Radiological Department 
BOARD 
SURGICAL REGISTRAR 


REGISTRAR IN PSYCHIATRY 


LFEDS REGIONAL HOSPITAL BOARD 


SENIOR REGISTRAR IN RADIOLOGY 


GEORGE ELIOT HOSPITAI Nuneaton 
275 beds—54 surgical 


REGISTRAR, GENERAL SURGERY 


BIRMINGHAM (Ne. 8) HOSPITAL 
MANAGEMENT COMMITTE! 
SENIOR REGISTRAR 

Monyhull Hall Hospital, Kings Heath LEEDS REGIONAL HOSPITAL BOARD 

Kirmiagham 4 


‘ \ REGISTRAR IN GENERAL AND PI 

SURGERY 

IL NIOR HOSPITAL MEDICAL OFFICER 
Resident o 


ASTIC 


ident 


THE UNITED LIVERPOOL HOSPITALS 


SENTOR HOUSE OFFICER IN RADIOLOGY 


| j NORTH-WEST METROPOLITAN REGIONAI 


HOSPITAL BOARD 


i WHOLE-TIME SURGICAL REGISTRAR 


RADIOTHERAPY 


LEEDS REGIONAL HOSPITAL BOARD iM R I 
KNOWLE HOSPITAL MANAGHUMENT REGISTRAR IN RADIOTHERAPY 
COMMITTEE ST. HELIER HOSPITAL. Carshalton, Surrey 
Til beds 
‘ 
JUNIOR HOSPITAL MEDICAL OFFICER SURGICAL REGISTRAR 
WESTERN REGIONAL HOSPITAL BOARD THE UNITED SHEFFIELD HOSPITALS 
Royal Hospital Unit 
‘ 
— SENIOR REGISTRAR IN RADIOTHERAPY REGISTRAR IN GENERAL SURGERY 
RADIOLOGY 
\ 
HOSPITAI FOR DISEASES OF THE CHEST 
WESTERN REGIONAL HOSPITAL BOARD 
SURGERY - 
WESTERN REGIONAL HOSPITAL BOARD REGISTRAR IN GENERAL AND 
ORTHOPAEDIC SURGERY 
CONSULTANT SURGEON 
WESTERN REGIONAL HOSPITAL BOARD 
SENIOR REGISTRAR 
Ih age Rad Department 
NEW END HOSPITAL, Hampstead, N.W.3 REGISTRAR IN SURGERY 
REGISTRAR (General Surger 
H 
4 S 


An S7 BRITISH MEDICAL JOURNAI 4 


Surgery contd. TEES-SIDE HOSPITAL MANAGEMENI BEDFORD GENERAL HOSPITAL (4359 beds) 
COMMITTEE 
SUNDERLAND AREA HOSPITAL HOUSE SURGEON 
MANAGEMENT COMMITTEE Stockton and Thornaby Hospital, Stockton-on-Tees ‘ | 
Team No. Surgical Beds 
SENIOR HOUSE OFFICER (Surgery) 
JUNIOR HOSPITAL MEDICAL OFFICER or 
ESSEX COUNTY HOSPITAL, Colchester 


185 beds 


HOUSE OFFICER (Surgical) 


. THE GENERAL HOSPITAL, Batley 


SENIOR HOUSE OFFICER $ (Resident) 
t ‘ H™M¢ 


I 


QUEEN CHARLOTTE’S AND CHELSEA 
HOSPITALS 


GREAT YARMOUTH AND GORLESTON 
Chelsea Hospital for Women GENERAL HOSPITAL 
Dene Side, Great Varmouth 


HOUSE SURGEON (Senior House Officer) HOUSE SURGEONS (TWO) 


4 


N M 
CENTRAL MIDDLESEX HOSPITAL 
BRIDGWATER GENERAL HOSPITAI Park Royal, N.W.10 
Bridgwater Somerset H 
(Bridgwater, Minehead and Butleigh Hospital RESIDENT HOUSE OFFICERS ‘ 


HOVE GENERAL HOSPITAL, Sussex 


(75 beds, Three Resident Medical (Officers) 


PRE-REGISTRATION SECOND HOUSI 
SURGEON AND CASUALTY OFFICER 


SENIOR HOUSE OFFICER (Surgical) 


LAMBETH HOSPITAL Kennington, S.E.11 


Ar 
KING'S MILL HOSPITAL 172 beds RESIDENT HOUSE SURGEON 
\ ’ T HULL (A) GROUP HOSPITAL MANAGEMENT 
ns at st of j t ht COMMITTEE 
HOUSE SURGEON (S.H.0.) t » S Hall Royal Infirmary (Sutton) 
R FRCS 
\ } st f 
MILE END HOSPITAL HOUSE SURGEON 
} M 1 Hos Bancroft Road, London, E.1 (484 beds) ‘ R ER S 
M H D M 
HOUSE SURGEON (Pre- or Post-registration) 
with ; SP }EMEN 
Neath General Hospital. Neath (412 beds) HULL (A) ¢ MANAGEMENT 
4 he post WEST LONDON HOSPITAL Holt R 
‘ u ova iJ ary 
SENIOR HOUSE OFFICER (Surgery) Hammermnith Road, W.6 | 
FRCS. | Ap ations ted post of 
RESIDENT HOUSE SURGEON HOUSE SURGEON 
| req M P at N 
| sidered \ jualifica n x n ‘ r 
NORTH MANCHESTER HOSPITAL two r nt testimonials, to S : by Jan sid " 5 t H 
Ancoats Hovpital, Manchester, 4 s 
AMERSHAM GENERAL HOSPITAL PONTEFRACT AND CASTLEFORD HOSPITAL 
SENIOR HOUSE OFFICER (Surgery) HOUSE SURGEON Poatet Inf 
R iffords ex ’ Post HOUSE SURGEON 
‘ 5 
PLYMOUTH, SOUTH DEVON AND EAST BANE GENERAL 
CORNWALL GENERAL HOSPITAL GROUP | N 
| Sa Row, 


South Devon and East Cornwall Hospital, HOUSE SURGEON mei ai 


Greenbank Read, Plymouth red 
: p > 
SENIOR HOUSE OFFICER IN SURGERY ‘our IMPORTANT: All intending applicant 
“air should read the revised NOTICE at the 
Recs N 4 top of page 35 


THE Medical Defence Union}... 


1885 4244 
MEMBERSHIP EXCEEDS 43,750 
Subscription: £1 each year for first three y ‘ jualified entrants, £2 tor memb of mor f e years standing 
f 
br. I Lid., T k W.c.! 


Ann'icat 
SC | testimonials, to Medi D j : 
{ 


Surgery contd 
ROYAL CORNWALL INFIRMARY Trure 
lid beds 
HOUSE SURGEON 
ROVAL SOUTH HANTS HOSPITAL (278 beds 


RESIDENT HOUSE SURGEON 


ROVAL VICTORIA HOSPITAI Dover 


HOUSE SURGEON 


ROVAT VICTORIA HOSPITAI Folkestone 


HOUSE SURGEON 


CENTRAL 


VICTORIA HOSPITAI 


RGEONS 


RESIDENT HOUSE SURGEON (Make 


WILLESROROLGH HOSPITAL 
sear Ashford heat 


DL LWICH HOSPITAI 
fast Dulwich Grove 


HOUSE SURGEON (General Surgical duties 


BRITISH MEDICAL JOURNAI 


WHIPPS CROSS HOSPITAL, London, F.1! 


PRE-REGISTRATION HOUSE SURGEON 


General Sergery 


BARNSTAPLE, NORTH DEVON INFIRMARY 


beds 


HOUSE SURGEON (Pre-registration) 


BLACKBURN AND DISTRICT HOSPITAI 
MANAGEMENT COMMITTEE 


Royal Isfirmary Blackbure 


HOUSE StRGEON 


BOARD OF MANAGEMENT FOR INVERNESS 
HOSPITALS 


HOUSE OFFICERS (,eneral Surgery 


BOARD OF MANAGEMENT FOR THE 
ORKNEY HOSPITALS 


Balfour Hospital 


RESIDENT HOUSE OFFICER 


Pre-registration 


Sergical) 


BROMSGROVE 


GENERAL HOSPITAI W orcs 
423 beds 


HOU St RGEON 


CENTRAL WIRRAI 


Clatterbridge Hospital, Bebington. Cheshire 
R19 beds 
HOUSE OFFICERS 


Alli CHESTER AND DISTRICT HOSPITAI 
MANAGEMENT COMMITTEE 


Chester Royal ltefirmary 


HOUSE SURGEON (General 


DUDLEY 


STOURBRIDGE AND DISTRICT 
HOSPITAL GROUP 


The Guest Hospital, Dediey (154 beds) 


HOUSE OFFICER RCICAI Pre-registration 


EAST CUMBERLAND HOSPITAL 
MANAGEMENT COMMITTEE 


Cumbertand Infirmary, Carlisle beds) 


of 
TWO HOUSE OFFICERS (General Sergery) 


ENFIELD GROUP HOSPITAL MANAGEMENT 
COMMITTEE 
Chase Farm Hospital, Eafield, Middlesex 


RESIDENT HOUSE SURGEON 


\ 
\ 
R 
Fa 
H 
EPSOM DISTRICT HOSPITAL 
Dorking Road, Epsom, Surrey 
RESIDENT HOUSE SURGEON 
t R 
( 
GRIMSBY HOSPITAL MANAGEMENT 
COMMITTEE 
County Hospital, Louth, Lincs (215 beds) 
HOUSE OFFICER SURGICAL 
An ' 
st 


HAREFIELD HOSPITAI 


Harefield, Middlesex 


HOUSE SURGEON 


HUDDERSFIELD HOSPITAL 
COMMITTEE 


MANAGEMENT 


Huddersficid Royal Infirmary (312 beds) 


HOUSE SURGEON 


HULI 4 GROUP HOSPITAL 
MANAGEMENT COMMITTER 
Kingston General Hospital, Hull (419 beds 
HOUSE 


SL RGFON Pre-registration post 


IPSWICH AND EAST SUFFOLK HOSPITAI 
Anglesea Road Wing (356 beds 


HOUSE SURGEON 


rPSWICH 
Anglesea Road Wing (356 beds) 


HOUSE SURGEON 


IPSWICH AND 
Heath Road Wing 


SUPFOLK HOSPITAL 
Ipswich (274 beds) 


HOUSE SURGEON Pre registration) 


KENT AND SUSSEX HOSPITAI 
Tunbridge Wells (303 beds) 


PRE-REGISTRATION HOUSE SURGEON 
(male or female 
? G G 
n H S tary Pr 
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| 
| 
A g post 
which ur 195 
P ar \ ations 
‘ lovor H™M A x 
Vict H D R Nort 
‘ " rees. sh d sddressed th 
P 
Applications a pre-registratior 
nediatcly App stions, wit 
ais, to the Medical Direct 
Pr 446 
mm juties on Janua 
| R« 
| 
st 
; | 
‘ 
Ts Applications st of 
x 
ury, The Guest Hospital, Dudley, Worcs 
k Apr 
Gen Surgeons st. at shortly. ie 
| i for the R.CS aminations 
sis. to the H Pr ‘ 
he " x Hos month > 7 | 
ital M R | 
HM r Inf it 


Jan. 5, 1957 BRITISH MEDICAL JOURNAI 49 
Surgery contd. ST. MARY'S HOSPITAL, Eastbourne WARNEFORD GE NER AL HOSPITAL 
Leamington Spa (197 beds) 
KIDDERMINSTER AND DISTRICT GENERAI , HOUSE SURGEON - 
AOSPITAL (112 beds) Pre-registra st vacant December 30. Apt RESIDENT HOUSE SURGEO 
wit j ‘ G Secr (General Surgery) 
pplice B K ba Post scant Janua Re enized 
post of I ‘ j FRCS Post provid 
HOUSE SURGEON G j da 
SOUTH-EAST NORTHUMBERLAND HOSPITAI with tw t tt 
mt . to t MANAGEMENT COMMIITEE to H P 
hos P 
. HOUSE SURGEON WEST BROMWICH AND DISTRICT 
LINCOLN COUNTY HOSPITAL (200 beds) P ce f ’ Hos HOSPITALS GROUP 
i 
gistr Gir t Hallam Hospital, West Bromwich (450 beds) 
st H N 
STAFFORDSHIRE GENERAL INFIRMARY BOUSE SURGEON 
: HOUSE SURGEON 
R. W. H k. ¢ WEST HERTS HOSPITAL 
P Heme! Hempstead, Herts 
MAELOR GENERAL HOSPITAL, Wrexham * HOUSE SURGEON (Pre-registration) 
Staff p mes for H 
HOUSE SURGEON TEES-SIDE HOSPITAL MANAGEMENT — — 
COMMITTEE 
, North Ormesby Hospital, Middlesbro FHORACIC SURGERY’ 
SHEFFIELD REGIONAL HOSPITAL BOARD 
HOUSE OFFICER (Sergery) 
\ Tt t City General Hospital, Sheffield (652 beds) 
FRCS. ex Recognized for Final Fellowship Examination 
NEWPORT AND EAST MONMOUTHSHIRE 
GROUP WHOLE-TIME RESIDENT REGISTRAR 
A (Thoracic Surgery) 
PRE-REGISTRATION HOUSE SURGEONS H \ fir 
POSTS G Ree Depa 
mit S { 
wy TEES-SIDE HOSPITAL MANAGEMENT 4, 
ER HOUSE OFFICER (Surgical 
M BOARD OF MANAGEMENT FOR THE 
— — ABERDEEN GENERAL HOSPITALS 
PLYMOUTH, SOUTH DEVON AND EAST 
CORNWALL GENERAL HOSPITAL GROUP W Woodend General Hospital 
South Devon and East Cornwall Hospital, THE ROCHDALE GROUP OF HOSPITALS An tions a t t ar f 
Freedom Fields, Plymouth JUNIOR HOSPITAL MEDICAL OFFICER 
R ONE YEAR ROTATING PRE-REGISTRATIO® 
POSTS 
PORTSMOUTH GROUP HOSPITAL 
MANAGEMENT COMMITTEE 
Saint Mary's Hospital (130 Sergical beds) . 
H R | 
HOUSE SL RGEON (Pre-registration) 
THE ROVAL HOSPITAL, Wolverhampton 
(Aa Associated Hospital of the Birmingham HULL (B.) H.M.4 
University Medical School) Castle Hitt Hospital, Cottingham (wear Hull) 
H PRE-REGISTRATION HOUSE OFFICERS JUNIOR HOSPITAL MEDICAL OFFICER 
M k \ 4 
ROYAL INFIRMARY, Senderiaad TORBAY HOSPITAL, Torquay (166 General beds) 
I 
MOUSE SURGEON RESIDENT HOUSE OFFICER (Surgical 
> KING EDWARD VII MEMORIAL CHEST 
x hicers HOSPITAL, Hertford Hill, sear Warwick 
ROYAL SUSSEX COUNTY HOSPITAL : 4 
(312 beds) JUNIOR HOSPITAL MEDICAL OFFICER 
I H (resid \ 
HOU SI SURGEON (incteding Gynaccology) s D 6244 
ating VALE OF LEVEN HOSPITAL, Alexandria, P 
H Pp T aca for a House Officar . cord A 
serio’ mmencing t ‘ S H Walk 
KUSH GREEN HOSP 
— SURGERY AND GYNAECOLOGY 
Pre-re sistration LONDON CHEST HOSPITAL 
RESIDENT HOUSE OFFICER (General Surgery) | ADpticatons 
} tron 4 Pos " | Hospitals for Diseases of the Chest 
| WAR MEMORIAL HOSPITAL, Wrexham 
An be forwa ime 
M j - -< (230 beds) A vacar its March 1, 1957, for 
Pr 68 Applica wre invited the post of | RESIDENT SURGICAL OFFICER 
ST. HELIER HOSPITAL, Carshalton, Surrey at futies n P H " 
I Reg a jing ms a is 
HOUSE SURGEON ‘FRCS Ene Edin sure x sting 
(approved for Pre-Registration Service) atior t qua 1s j 
tions ating tions, and ex ations with tr f 
» sh j sent ft b th G ary Ma r Genera Hospit | nj s I nas Brown, House G r 
Secretary at a address Pr 89 Wrexh as as possi I Lond Chest H E.2 
- 


| 
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Thoracic Surgery —(contd.) COUNTY COUNCIL OF THE COUNTY OF INDUSTRIAL APPOINTMENTS 
= WEST LOTHIAN 
HEASTI REGIONAI THORACK ASSISTANT MEDICAL OFFICER OF HEALTH Attention is drawn o the B.MLA scale of nm 
SLRGERY UNTI & Ceneral muneration for Industrial Medical Officers which 
Hu OR is available on request from the Secretary 
THE NATIONAL COAL BOARD 
South-Western Division 
AREA MEDICAL OFFICER 
BRISTO! AND COSSHAM /FPRENCHAY 
HOSPITAL MANAGEMENT COMMITIEF 
Two sentor Hot RICE RS 
COUNTY OF LINCOLN. PARTS OF HOLLAND 
OFFICER OF HEALTH AND ASSISTANT 
——— COUNTY MEDICAL OFFICER OF HEALTH 
MIDDLETON HOSPITAL, REPUBLIC OF IRELAND 
RESIDENT SENIOR HOUSE OFFICER (Surgical 
ns DR. STEEVENS' HOSPITAI Dublin 
PATHOLOGIST (part-time 
ROLOGY M 
ST. PETER’S, ST. PAUL'S AND ST. PHILIP'S 
HOSPITALS 
RESIDENT SURGICAL OFFICER 
Senior Registrar Grade —— 
LIMERICK COUNTY COUNCHI 
ASSISTANT REGIONAL ORTHOPAEDIC 
SURGEON 
NORTH RIDING A 
SCHOOL MEDICAL OFFICER (men or women) 
I 
IMPORTANT: All intending applicants 
should read th revised NOTICE at the $$ $$$ — 
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